COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 17.02.2025 N= 3744

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1002

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

PuronaBup-®C, 100 Mr, TaGIETKH, TOKPHITHIE TIICHOYHON 000JI0YKOIA.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB
JlelicTByrolee BEECTBO: pUTOHABUP.
Kaxxnas TabneTka, mOKphITas INIEHOYHOU 000J109Koit, coaepkut 100 Mr putoHaBupa.

[TonHbIi IepeyeHb BCIOMOTaTEeIbHBIX BEIIECTB MPUBEIEH B pa3jerie 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE MIIECHOYHOM 000TI0YKOM.
OBasbpHbIE TAOJIETKH, MOKPBITHIE MIICHOYHOM 000104K0i, Oenoro nera. Ha monepedunom paspese

AApO OT 0emoro A0 CBCTIIO-KOPHUYHEBOI'O IBETA.

4. KIMHUYECKHUE JJAHHBIE

4.1. lloka3zanusi K NPUMEHEHUI0

[Tpenapat Putonasup-®C npumensiercst st nedenuss BUY-1 undekunn (y B3poCcibIX U neTei
crapie 3 JIeT) B COCTaBe KOMOMHUPOBAHHOW TEPAITHH.

4.2. Pe:kum 103MPOBAaHNS M CIOCO0 MPUMeEHEHUs!

PexxuM 103upoBaHus

IIpumenenue pumonasupa 6 kavecmee GapmMaKOKUHEMU4ecKko20 yCUuIumes

[Tpu Ha3HAUYEHNUU CHUYKEHHBIX J103 pPUTOHABUPA B KOMOMHALIMY C IPYTUMHU HTHTHOUTOpaMH IpoTeas
BUY  (wampumep, B  ciyyasX, KOrJa pHUTOHaBHp  HCIOJIB3yeTCs B KadyecTBe
(apMaKOKUHETUYECKOTO YCUIIMTENS APYTHMX UHIMOUTOpOB npoteas BUY) cnenyet, B ToM uucie
PYKOBOJICTBOBAThCs HH(OpMaLuel, coaepxKaliencss B MHCTPYKIUAX 10 IPUMEHEHHUIO U IaHHBIMU
KJIIMHUYECKUX HMCCIIEIOBAaHUN COOTBETCTBYIOIINX MHrHOMTOpPOB mpoteaz BUY. Ilepeuncnennsie
HIDKE MHTHOUTOpHI poTeaszsl BUU-1 pasperieHnsl K IpUMEHEHHIO B KOMOMHAIIUY C PUTOHABUPOM
B KayecTBe (apMaKOKMHETUYECKOTO YCHIIUTEIS.

Bspocnvie

Awmrmpenasup 600 mr aBa paza B cyTku ¢ putoHaBupomM 100 mr aBa paza B CyTKH.

Arazanasup 300 Mr oguH pa3 B cyTku ¢ putoHaBupoM 100 Mr oiMH pa3 B CyTKH.

®ocammnpenasup 700 mMr aBa pasa B cyTku ¢ putoHaBupoM 100 mr aBa pasza B CyTKH.
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CaxBuHaBup (y NMalUEHTOB, KOTOPHIE PAHEE MOIYYalId aHTUPETPOBUPYCHYIO Tepanuto): 1000 mr
JIBa pa3a B cyTku ¢ putoHaBupom 100 Mr aBa pasza B CyTKH.

CakBuHaBup (y MalMEHTOB, KOTOpbIE paHee He MOJydald aHTUPETPOBUPYCHYIO TEpaIuIo):
cakBuHaBup 500 Mr z1Ba pasza B CyTKH ¢ puToHaBrpoM 100 Mr aBa pa3a B CyTKH B TEUEHHUE TIEPBBIX
7 nueii, 3arem cakBuHaBup 1000 mr nBa pasza B cyTku ¢ putoHaBupoM 100 mr 1Ba pasza B CyTKH.
Tunpanasup 500 Mr aBa pa3a B CyTkH ¢ putoHaBupoM 200 Mr /1Ba pa3a B CyTKH (TUIIpaHaBUP B
KOMOHMHAIIUY C PUTOHABUPOM HE ClieAyeT IPUMEHSATh y MallMeHTOB, KOTOPhIE paHee He MOJIydaan
AHTUPETPOBUPYCHYIO TEPAIIHUIO).

HapyHaBup (y naieHToOB, KOTOPbIE paHee MOoJydalld aHTUPETPOBUPYCHYIO Tepanuio): 600 Mr nBa
pa3a B cytku ¢ putoHaBupoM 100 mMr nBa paza B CyTKH. Takke BO3MOXKHO NPUMEHEHHE
napynasupa 800 Mr oivH pa3 B cyTku ¢ putoHaBupoM 100 Mr ouH pa3 B cyTku. it monydeHus
Oonee moapoOHON wuH(OpManMM, BKIIOYAs MPUMEHEHUE Mpernapara OJUH pa3 B CYTKH Y
NAIMEHTOB, KOTOPBIE paHee NMPUMEHSIIM aHTUPETPOBUPYCHYIO TEpaNuio, cleAyeT BHUMATEIbHO
U3YYHUTh HHCTPYKIHUIO [10 IPUMEHEHUIO JapyHaBHpa.

JapyHnaBup (y ManueHToB, KOTOPbIE paHee He MOIydalu aHTHPETPOBUPYCHYIO Tepanuio): 800 mr
OJIMH pa3 B CyTKHU ¢ puTtoHaBupoM 100 Mr oauH pa3 B CyTKH.

Ilpumenenue pumonasupa 6 Kauvecmee aHMUPemMmpoB8UPYCHO20 CPeocmed

Bspocnvie

ITo 600 mr (6 Tabnerox) 1Ba paza B cyTku. CyTouHast 1o3a cocraniser 1200 mr.

[TocrennieHHOE yBENWYEHHE [103bl PUTOHABMPA B HAYAIbHBIA IEPHOJ JIEUYEHUS MOMKET
CIOoCOOCTBOBAThH YJIYUIICHHUIO IEPEHOCUMOCTH Tpenapara. HauanbHast 103a JOKHA COCTABIATh
He MeHee 300 Mr J1Ba pa3za B CyTKH B T€UEHHUE TIEPBBIX 3 THEMH, Jajiee 103y YBEIUYUBAIOT (Kaxa10e
yBenuueHue 1036l — Ha 100 mr 2 pa3za B cyTku) 10 600 Mr 2 pa3a B CyTKH B T€UEHHE MEpHOJa, HE
npesbllIaroniero 2 Heaens. He cienyer npogomkars geueHue putoHaBupoM B 1o3e 300 mr 2 pasza
B CyTKH Ooiiee 3 qHE.

Kombunuposannwvie cxemul neuenus ¢ 08yms uneuoumopamu npomeasot BUY (UI1)
Knuauyecknii  onmpIT  KOMOMHUPOBAHHOM — TEpamuM, MpEeayCMaTpPUBAIOLICH MpUMEHEHHE
TEpaneBTHUECKUX /103 PUTOHABHpPAa B COYETAHUHM C JPYTUM HHTUOMTOpoM mpoTteassl BUY,
orpaHuueH. PUTOHAaBHp B 3HAUUTEIHHOW CTENEHU CHUXKAeT MEeTa00JIM3M OOJBIIMHCTBA JPYTHX
MHTHOUTOPOB BUPYCHBIX IIpoTea3. CiieoBaTeabHo, MpY Ha3HAY€HUU KOMOMHUPOBAHHOM Tepanun
C MpHUMEHEHHEM pHUTOHABUpA cJelyeT NPUHUMATh BO BHHUMaHHE (apMaKOKHHETHYECKOE
B3aMMO/IEIICTBHE U JTaHHbBIE M0 OE30MaCHOCTH NMPUMEHSEMBIX JICKapCTBEHHBIX MpenaparoB. s
TOro Kjacca TpernaparoB XapakTepHa BBIPAKEHHAs IEPEeKPecTHash PpPEe3UCTEHTHOCTb.

[IpeanouTuTenbHO CIEAYET UCIIOIB30BaTh kKoMOuHanwio AByX UII ¢ HauMeHbIIel nepekpecTHON
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pe3ucTeHTHOCTHIO. [Ipu uCoIB30BaHNY PUTOHABUPA B cb@raBe—yér;ll 17X CxteM léh'e;_'tygryén' ‘rbars

BCE BBIIICTIPUBEICHHBIE (DAKTOPHI.

Oco0Bble IpVIIILI MAIUEHTOB

HpumeHeHue pumonaesupa 6 kavecmee ¢apMaK0KuH€muLl€CKOZO ycuaumeii

Hayuenmul ¢ Hapywenuem QbVHKuuu no4yex

PutoHaBup B OCHOBHOM MeTabOJIM3UpYETCS B IeyeHU. Bo3MoxkHO mpuMeHeHue (¢
OCTOPOKHOCTBIO) PUTOHABUPA KaK (PAPMaKOKMHETUIECKOTO YCHIIUTEINS y MAMEHTOB ¢ TOYCYHON
HEJOCTAaTOYHOCTHIO B 3aBUCHUMOCTH OT KOHKPETHBIX MHTHOUTOpOB mporea3 BUY, ¢ xoTopsiMu
npuMeHsieTca putoHaBup. OIHaKO, MOCKOJIbKY TOYEYHBIM KIMPEHC PUTOHABUPA HUYTOKHO Mall,
TO YMEHBIIICHHE O0IIEro KIMPEHCa HEe 0KHUIAETCs y MAIMEHTOB C TIOYEYHON HETOCTATOYHOCTBIO.
Jlist mosrydeHust moipoOHONM WHGOPMAITUU O PEeKUME JTO3UPOBAHHS y MAMEHTOB C MOYCYHOM
HEJOCTAaTOYHOCTBIO CJeNyeT OOpaTUThCS K MHCTPYKIHHM MO MPUMEHEHHUIO COBMECTHO
MIPUMEHSIEMOTr0 HHrHOuTOpa rporeassl BUY.

Tayuenmul ¢ HapywieHuem qbvmcuuu nevyeru

PutoHaBup mpOTHMBOMOKA3aH B KadecTBe (hapMaKOKWHETHYECKOTO YCHIIUTENS y TAlHUEHTOB C
JEKOMIICHCUPOBaHHBIM 3a00JICBAHUEM TTEUCHHU.

OTCyTCTBYIOT JaHHBIE O NPUMEHEHUM PUTOHABUpPA y MALMEHTOB CO CTAOMJIBHO TSDKEION
CTENEeHbI0 Te4YeHOYHOW HemocTaTouHocTH (kimacc C mo mkane Yaitna-ITeio) 0e3 mpusHakoB
JEKOMIIEHCAILIUH, TI0O3TOMY CJIEAYET COONI0IaTh OCTOPOKHOCTh MPU MPUMEHEHUU PUTOHABHpA B
KadyecTBe (apMaKOKMHETUYECKOTO YCUJIMTENs Y IaHHOW TIPYIIIbI MAI[UEHTOB B CBSI3U C PUCKOM
MOBBIIIEHUS] KOHIEHTPAIMY COBMECTHO MPUMEHSIEMOro HHIMOuTOpa nmpoteassl BUY.

s nonydenus noJpoOHONW MHPOPMAUU O PEeXUME JO3UPOBAHUS Y MAIIMEHTOB C MEYEHOYHOU
HEJOCTAaTOYHOCTBIO CJeNyeT OOpaTUTbCSl K HWHCTPYKIMH TIO MPUMEHEHUI0 COBMECTHO
IpUMEHsIeMOro MHruouTopa npoteasst BUY.

Ilpumenenue pumonasupa 6 Kavecmee aHMUPEmMpoB8UPYCHO20 CPedCcmad

Hayuenmul noswcunozo sospacma

Koppekuust 10361 He TpedyeTcsl.

Tayuenmui ¢ HapyweHnuem (,bVHKuMM nouyexK

JlaHHBIC 0 IPUMEHEHUU PUTOHABUPA Y TTAIIMEHTOB C TOYSUYHOU HEIOCTATOYHOCTHIO OTCYTCTBYIOT.
HpI/IHI/IMaﬂ BO BHUMAHHUE, YTO HO‘-Ie‘-IHBII:I KJ'H/IpeHC pI/ITOHaBI/Ipa HHUYTOXHO MaJl, CJICA0BATCIbHO,
MAaJIOBEPOSITHO yYMEHBIIIEHHE OOIIEero KJIMPEeHCa y MAlMEeHTOB C MOYEYHOUW HEJOCTATOYHOCTHIO.
PuToHaBUpP B BBICOKOH CTENEHU CBS3BIBACTCS C O€JIKaMH TUIa3Mbl KPOBH, MAaJIOBEPOSTHO
CYIIECTBEHHOE CHIDKEHHE €r0 KOHIICHTPAIIMU B Pe3yJIbTaTe TeMOINAIN3a WM TIEPUTOHEATHHOTO
IAAJINA3a.

Hayuenmul ¢ Hapywenuem d)kauuu nevyeru
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PutoHaBup B OCHOBHOM MeTabonusupyercsi B netig{';'l:.:-E&&ﬁg%b%gyﬁg&lﬁéﬂ ittt

YKa3bIBAKOT HA TO, YTO KOPPEKLHS 103bl y MALMEHTOB C JIETKON U CPEIHEN CTENEHBIO IEYEHOUHOMU
HEJIOCTAaTOYHOCTH HE  Tpebyercs. PuToHaBHp MPOTHBOIMOKA3aH Yy  MAlUEHTOB  C
JNEKOMIICHCUPOBAaHHBIMU 3200JI€BaHUSMU MIEUYCHU.

€T’
Hemu 6 6o3pacme 0o 3 nem
[IpumeHenue mpenapara y JIeTeid mianame 3 JeT MpoTHBOMOKa3aHo. HeoOxoaumo cienoBath
UHCTPYKLUMU 1O TNpPUMEHEHUI0 HUHrubutopoB mporeassl BUY-1, koTopsie paspemieHsl K
MPUMEHEHUIO B KOMOMHAIIMHN C PUTOHABUPOM.
Lemu 6 so3pacme om 3 nem

Ipumenenue pumonasupa 8 KA4ecmee aumupemposupyCcHo2o CD@OCWIGCZ

Crnenyer Ha3HayaTh PUTOHABUP B KOMOHMHAIIMM C JAPYTUMHU MPOTUBOBUPYCHBIMU MpenapaTaMu.
PexoMenioBaHHas 103a puToHaBupa Juis aereut coctasisier 350400 Mr/M2 MOBEPXHOCTHU TeJia 2
pasa B CyTKH, U OHa He JoJDKHA mpeBbimarh 600 mr 2 pa3a B cyTku. HavanbHas 103a cocTaBiisieT
250 Mr/M? TIOBEpXHOCTH Tela, ee CiedyeT YBeIMYMBaTh C MHTEPBAIOM 2-3 mHs Ha 50 Mr/m?
MOBEPXHOCTH TeNa 2 paza B CyTKH. EcIu manueHTsl He epeHOCAT MaKCUMAIIbHYIO CYyTOYHYIO 103y
B CBSI3U C MOOOYHBIMH SIBICHUSIMH, HA3HAYAIOT MAKCUMAIIBHO NIEPEHOCUMYIO /103y PUTOHABUPA B
KOMOWHAIIUK C IPYTUMHU aHTUPETPOBUPYCHBIMHU MperapaTamu.

[Tnomanaes moBepxuoctu Tena (II1T) moxkeT ObITH paccunTana Mo cieayromiel hopmyre:

Crooco0 rmpuMeHeHus

BHyTpb BO Bpemsl €JIbl.

TabneTkn HEOOXOIMMO MPOTIaThIBaTh LIEIMKOM, UX HENb3sl pa3KeBbIBATh, pa3jiaMblBaTh WIIU
MU3MENbYaATh.

4.3. IlpoTuBONOKA3aHNUSA

e ['unepuyBCTBUTENBHOCTh K PUTOHABUPY WM K JIIOOOMY M3 BCIIOMOTaTEIbHbBIX BEIIECTB,
NepeYrCIIeHHBIX B pa3zaene 6.1.

e Ecnu puronaBup npumeHsieTcsi B KauecTBe (papMaKOKMHETHYECKOTO YCHIIUTEINs JPYTuX
UHTuOoUTOpOB NpoTea3sl BUY HeoOX0auMO yunuThIBaTh HH(POPMALIHIO, COAEPIKAIILYIOCS B
MHCTPYKUHUAX 110 IPUMEHEHHUIO0 COOTBETCTBYIOIINX HHTHOMTOPOB MpoTeazbl BUY.

e PuronHaBup mNpoTHMBONOKa3aH B KadecTBe (PapMAKOKMHETHMUYECKOTO YCWJIMTEIS WU
AHTUPETPOBUPYCHOT'O TpernapaTa y MalueHTOB C JEKOMIIEHCUPOBAaHHBIM 3a00JI€BaHHEM

IICYCHMU.
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CMEPTHOMY OTYETY

e [lepuon rpy1HOTO BCKapMJIMBaHUS.

e Jlerckuii Bo3pacT 10 3 JerT.

e B uccnenoBanusx in Vitro u in Vivo OpUIO YCTaHOBIICHO, YTO PUTOHABHUD SIBJISICTCS] MOIIHBIM
UHTUOUTOPOM MeTaboimueckux peakiuii, omocpenyembix CYP3A u CYP2D6. Huxe
IIEPEYUCIICHbl JIEKAPCTBEHHBIE Ipernaparbl, NPUMEHEHUE KOTOPbIX OIHOBPEMEHHO C
PUTOHABUPOM IMPOTUBONOKA3aHO. EciaM He yka3aHO MHOE, TO 3TH IMPOTHBOIOKA3aHUS
OCHOBaHbl Ha MHTHOMPYIOLIEM ACHCTBUM PUTOHABUpPa HAa META0OJU3M OJHOBPEMEHHO
IPUMEHSIEMBIX JIEKaPCTBEHHBIX ITpenapaToB. MHrubupyoiiee AeicTBUE CONPOBOKIAETCS
HOBBIIIEHUEM YPOBHSI CUCTEMHOM SKCIIO3UIIMU U PUCKA PA3BUTUS KIMHUYECKHU 3HAYMMBbIX
11000YHBIX 3P (EKTOB yKa3aHHBIX JEKAPCTBEHHBIX IpenapaToB.

Monaynupyromee AeHCTBHE PHUTOHABHpPAa HAa AaKTHBHOCTH (DEPMEHTOB 3aBHUCHT OT JIO3BI.
[IpoTuBOnOKa3aHusl K IPUMEHEHHUIO HEKOTOPBIX JIEKAPCTBEHHBIX IIPENapaToB OJHOBPEMEHHO C
PUTOHABUPOM 0o0Jjiee aKTyasbHbI 1151 pUTOHABUPA B KAUECTBE aHTUPETPOBUPYCHOI'O Tpenapara,

a He (papMaKOKMHETUYECKOTO YCUIUTENs (Hampumep, uist pudadyTuHa U BOPUKOHA3011a):

Kuace
IIpeacraBuresn
JIEKAPCTBEHHBIX O0ocHoBanme
KJj1acca
Nnpenaparos

IMoBbIeHNe MW CHUKEHHE YPOBHSI OJTHOBPEMEHHO NMPHUMEHSIEMOT0 JIEKAPCTBEHHOTO
npenapara

AHTaroHucTsI o1- | Andy303uH [ToBbIIeHNEe KOHIIEHTpaIMU andy303WHA B IIJIa3Me,

aJpEHOPELENTOPOB YTO CBSI3aHO C PUCKOM TMIIOTOHUM BBICOKOM CTEIIEHU
TsoKeCTH (CM. paszaen 4.5)

O6e360nuBatomue |[letuaus, [ToBbiIEHHE KOHIEHTpaluu HOpIETUANHA,

npenaparsl MIUPOKCHKaM, NUPOKCHKaMa U TPONOKCU(pEHa B IUIa3Me€ KPOBH.

nponokcupeH Bo3pactaer pHUCK TSXKEIOro YrHETEHUsS [bIXaHUS,

reMaToJIOTHYECKUX OTKIOHEHUN 1 APYTUX CEPHE3HBIX
HCXCIIAaTCIIbHBIX HBJ'IeHHfI, CBOMCTBEHHBIX 3THUM

npernapaTam

AHTHaHTHHATBHBIC | PaHOTAa3MH [ToBbINIeHNE KOHIIGHTpAIMKM paHOJAa3WHA B TUTa3Me

npernaparsl MOJKET MOBBICHTh PUCK BOSHHUKHOBECHHSI CEPhE3HBIX H
(WTr) yrposKaromuX JKU3HU peakiuii (cm. pasaen 4.5)

[TpotuBoomyxone |Benerokmakc [ToBbIlIIEeHNE KOHIIEHTPAIIMHA BEHETOKIIAKCa B TIJIa3Me

BbIE MTPENapaThl KpOBU. YBEIMUYEHUE pHUCKA PAa3BUTHS CHHApPOMA

JIM3KCa OMyXOJIM B HAaYaJle JICUCHHs ¥ Ha TIPOTSKEHHH
(a3l TATPOBaHUS A03bI (CM. pasmen 4.5)

Hepatunu6 [loBpIllIEHNE KOHIIEHTpAIlMK HepaTMHHOA B IJIa3Me.
VYBenuuuBaeTcss PHUCK pPa3BUTUS CEPHE3HBIX W/WIH
OTIACHBIX JIJISl KU3HU HEXEJaTelIbHBIX PEeaKIuil (CM.
pasznen 4.5)

Ananyramus Anamyramus ~ SABISETCS  YMEPEHHBIM/CHIIbHBIM

unaykropoMm uzopepmenta CYP3A4, uro moxer

5
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Kunacce
JIEKApPCTBEHHBIX
npenapaTon

IMpencraBurenun
KJjacca

AL AUED
JCNEOOBATENEHOCTE 0002]

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

O0ocHoOBaHue

MPUBECTH K CHWXKEHHIO 3(deKTa pHUTOHABUpA H
MOTEHIIUAJILHON TIOTEpPe BUPYCOJIOTMUECKOTO OTBETA.
Kpome TOTO, MOBBILICHHE KOHIEHTPAlUU
anajiyTamMmzia B IUIa3Me€ KPOBH MOXKET IPHUBECTU K
CEPbE3HBIM HEXKEATEIbHBIM SIBICHUSAM, B TOM YHUCJIE

cynoporam (cm. pasuen 4.5)

AHTHAPUTMUYECKUE
IpenapaTsl

AMHOJAPOH,
OempuIiI,
JPOHEAPOH,
SHKAUHH]I,
bnexanHuI,
nponageHoH,
XUHUMH

[ToBbiIeHHE KOHLEHTpaLHH1 aMHUOJIapOHa,

Oenpuania, JpOHENapoHa,
diiexannnaa, nponad)eHOHA U XUHUIUHA B IJIa3Me
kpoBu. [Ipu 3TOM BO3pacTtacT pPUCK APUTMHUH U
JPYTHX
CBOMCTBEHHBIX 3TUM Iperaparam

SHKaWHHU]IA,

CCPLC3HBIX  HCKCIIATCIbHBIX HBHeHHﬁ,

AHTHOMOTUKHA

®y3unoBas
KHCJIOTa

[oBbIIeHNe KOHIEHTPAUH (Y3UJOBOM KUCIOTHI U
pUTOHABHpA B IUIa3M€ KPOBU

[IpoTuBOTpHOKOB
bIC TIpETapaThl

Bopukonazon

[Ipumenenne putonaBupa (400 Mr 2 pa3a B CyTKH H
Oojiee)  OJHOBPEMEHHO  C

IIPOTHUBOIIOKA3aHO B

BOPHUKOHA30JI0M

CBA3HU cOo CHUXKCHUEM
KOHIOCHTpAallMKM BOPHUKOHA30JIa B IINIa3MC KPOBH H
BO3MOXHBIM CHWM)XCHHUCM €TI0 TCPANCBTHYCCKOIO

addexra (cM. pazaen 4.5)

AHTATUCTAMUAHHBIE
Mpenaparhbl

Actemusonn,
TeppeHa uH

IToBeImIEHE KOHICHTpAIun acTeMHu30Jia n
TeppeHaanHa B IUIa3Me KpoBU. Bospacraer puck

Pa3sBUTHUA CCPbE3HBIX apPITMPII’I

IIporuBonogarpuy
€CKHUe Tpernaparbl

Konxununa

Bo3Mo)xHO ~ pa3BUTHE  CEepbe3HBIX M (MJIH)
YIPOXKAOUMX JKU3HU pPEaKUUi y TNalHueHTOB ¢
HapyUIeHUsIMH (PyHKLINY TOYEK U (WIK) eYeHH (CM.

pazzaens 4.4 u 4.5)

AHTUMHKOOAKTEPH
aJbHBIC
npenaparsl

PudabyTtun

[Ipumenenue puronasupa (500 mr 2 pa3a B CyTKH) B

KauecTBe AHTUPETPOBHUPYCHOTO npermapara
OJIHOBPEMEHHO C pr(abdyTHHOM MPOTUBOIIOKA3aHO B
CBSI3H C MOBBILIEHUEM KOHIIEHTpaluu prudadyTuHa B
CBIBOPDOTKE  KPOBH H  PHUCKOM  pa3BHUTHUA
HEeXENaTeNbHBIX peakKlui, BKIIOYas YBEUT (CM.
paznen 4.4). PexoMeHmanuu TO TPUMEHEHHUIO
pUTOHAaBHpa B KadecTBe (PapMaKOKHHETHISCKOTO
YCHITUTEIIS

OJIHOBPEMEHHO ¢  pu(padbyTHHOM

MIpUBECHBI B paznene 4.5

AHTUIICUXOTUKU/
HEUPOJIENTUKU

JlypasunoH

IToBbIlIICHHE KOHIEHTPAIIMK JIyPa3HIOHa B IJIa3Me
KPOBH MOKET TOBBICHTh PHCK BO3HHUKHOBEHHS
CEpPbE3HBIX U (WIIH) YIPOKAIOIINX JKU3HU PEaKIHi
(cMm. pasnen 4.5)
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Knace (MOCTHEQOBATENEHOCTE 0002)
IMpencraBurenun
JIEKapPCTBEHHBbIX O6ocHoBaHme
KJiacca
npenapaTon
Krnozamnus, [ToBbIlIEHNE KOHIIEHTPAIIUH KJI03aIIHA U TUMO3H/1a
MTUMO3U] B IUIa3Me KpoBH. Bospactaer puck pa3BuUTHSA
CEpbE3HBIX TE€MaTOJIOTUYECKUX OTKJIIOHEHHH U
JIPYTUX CEPhE3HBIX MOOOYHBIX A(P(PEKTOB 3THX
MperaparoB
Keernanuu [ToBbIlIeHNE KOHIIEHTPAIIMU KBETHANMHA B TUTa3Me
MOJKET MpHUBECTH K KoMme. [[puMeHeHne putoHaBupa
OJTHOBPEMEHHO C KBETHAIIMHOM IPOTHBOIIOKA3aHO
(cm. pasgen 4.5)
[IpousBonHbIe Jurunposproramu |IloBblenue KOHIEHTpaluu MIPOU3BOTHBIX
aJIKaJIONI0B H, SpPrOHOBHH, QJIKAJION/IOB CIOPBIHBU B IJIa3Me€ BEAET K OCTPHIM
CIIOPBIHBH 3ProTaMuH, TOKCHYECKMM d3(]deKTaM, BKIOYas Ba30CmasM H
METHUJIDPTOHOBHH | HIIEMUIO
CTUMYJIATOPBI Huzanpun [ToBbIeHNE KOHIEHTPAIMK [H3ANpUIa B IUTa3Me
MOTOPHKH KpoBU. Bo3pacraer pHCK pa3BUTHS CEPbE3HBIX
KEITyA0YHO- apuUTMUN
KHILIEYHOT'O TPaKTa
(KKT)
Nuruburtopst JloBacraruH, [loBbllIEHME  KOHLEHTPALMM  JIOBAaCTaTWUHA U
penykrasbl [MI'- |cumBacTatun CAMBAaCTaTMHA B IUIa3ME KPOBH, 4YTO BEHET K
KoA IIOBBIIICHUIO pUCKa  MMOIIATHIA, BKJIIOYast
pabaomuomnu3 (cM. pasaen 4.5)
Nuruburop Jlomuranug [ToBbIlIeHNE KOHIIEHTPAIMK JIOMUTANNIA B TUIa3Me
MHUKPOCOMaJIbHOT'O KpoBH (cM. paszen 4.5)
Oenka-
NepEeHOCUYHKa
TPUTIUIICPUIOB
WNuruduropst ABanadun [loBpIlIEHNE KOHIEHTpallMu aBaHaduia B IUIa3Me
bochomndcTepassl (cM. paznenst 4.4 u 4.5)
5-ro tuma (/13- | Cunaenadun [IpoTrBOMOKa3aH TONBKO MPU MCTOIB30BAHUM IS
5) JieUYeHUsl JIETOYHON apTepHalbHOM TUNEPTeH3UU
(JIAT'). IloBbIlieHre KOHIIEHTpAIUK cuiieHaduIa B
mIa3Me KpoBu. BospacTaer BEepOSTHOCTh pa3BUTHUS
He)KeJaTeTbHbBIX SIBJICHUH, CBSI3aHHBIX c
MPUMEHEHHEM CHIIIeHaHIIa, BKITFOYasi THITIOTEH3HIO
u oOMOpOKH. YKa3aHUsi TIO OJHOBPEMEHHOMY
MPUMEHEHHUIO CHIZIeHadWiIa y TalnueHToB ¢
SPEKTUIbHON TucyHKIMEH cMm. B paznenax 4.4 u
4.5
Bapaenadun [ToBeIIIeHNE KOHIIEHTPALIUU BapAeHadUIa B TUIa3Me
(cMm. pasnenst 4.4 u 4.5)
CenaTuBHBIC U Knopaszenar, [MoBbIIeHue KOHIICHTPAIIU! KJIOpaseriara,




JUIsL IpUeMa
BHYTPb MUJA30J1aM

COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 17.02.2025 N= 3744
T TTELT .'_ S TET B 'I,—.I,- TE 1 ,-,I“I—I
Kaace TR ITELUES TENERUL T UUUL)
IMpencraBurenun
JIEKapPCTBEHHBbIX O6ocHoBaHme
KJjacca
npenapaTon

CHOTBOpPHBIE nuas3ernam, nrazenama, 3cTa3oiaMa, ¢bnypazenama,
npenapaTsl 3CcTa30J1aM, npeIHa3HaYeHHBIX AJIs IpUeMa BHYTPb MHJ1a30J1aMa
¢baypaszenawm, U Tpuaszojama B IUla3Me KpoBU. Bospactaer puck
MpelHa3HauYeHHbIe |M30BITOYHOW COHJIMBOCTH U YTHETEHUS JIbIXaHUS.

OcoOble yKazaHMs IO MHJIA30JaMy, BBOJUMOMY
MapeHTepalIbHO, CM. B paszzene 4.5

U TpUa3ojaam

CHuzKkeHHe YPOBHSI pUTOHABHPA

PactutensHbie 3Bepoboit [Ipumenenue pPaCTUTENBHBIX JIEKapCTBEHHBIX
JIEKapCTBEHHbIE IpernaparoB, cojaepxamux 3Bepoboii (Hypericum
npemnapaTsl perforatum),  OXHOBPEMEHHO C  PUTOHABHPOM

MPOTUBOIOKA3aHO B CBSI3M C PHUCKOM CHIDKCHHS
KOHIIGHTpAIlMd PUTOHABUPA B IUIa3ME M OCIA0JICHHS

ero kiaunHU4ecKuX 3¢ dextos (cMm. pasznen 4.5)

4.4. OcoOble ykazaHHMsl 1 MepPbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

® TICIIATUT;

e J[pyrue CONMYTCTBYIOIIHME 3a00JICBaHUS TICUCHH,

® T[IOBBINICHUE AKTHBHOCTH «IIEYCHOUYHBIX» (DEPMEHTOB;

® JICUCHOYHAA HEAOCTATOYHOCTDH CpGI[HCﬁ CTCIICHU TSIOKCCTHU,

e TsDKENasl CTENEeHb NMeYeHouHOoM HemocratouHocTd (kimacc C mo mkane Yaitna-Ilso) 6e3
MIPU3HAKOB

JCKOMIICHCAaIluH Ka4deCTBEC

(mpu

(apMaKOKMHETUUYECKOTO YCUIIUTES);

MMPUMCHCHUHA PpUTOHAaBHUpa B
® [IAlIUCHTBI C OPraHUYCCKUMU 3a00JIeBaHUSIMU cepana, M CYHMCCTBYIOIIMMU PpPaHCC

paccTpoiCTBaMH TPOBOJSIIECH CHCTEMBI CEpAlla WM TAlUeHTHI, NPUHUMAIOIINE
npenaparsl, yauuHsomuye narepsai PR (Takue kak BepanaMui UM aTa3aHaBHp);

® COBMECTHOE IPUMEHEHHE HE PEKOMEH/IyeTCs CO CIICAYIOUIMMHU IpenapaTaMu (CM. pa3/essl
4.4 u 4.5): pocamnpeHaBUpoM (11036l puTOHaBUPA BbIme, yeM 100 Mr 2 pas3a B CyTKH),
aTa3zaHaBUpoM, HHIUHaBUpPOM (800 Mr 2 paza B CYyTKH COBMECTHO ¢ puToHaBupom 100 mr
2 pa3a B CYTKH), PHBApOKCaOaHOM, BOpalakcapoM, CaJIMETEpOJIOM, PHOLUTYaToM,
CHUMETIPEBHPOM,  (IIyTHKA30HA  IMPOMHOHATOM,

OyJIeCOHUIOM, TPHUAMIIMHOJIOHOM,

ryieKanpeBupoM/nuoperTacBupoM.  Creayer MPUMEHSATh C  OCTOPOXKHOCTBIO €O
cnenyrommMu npernapatramu (cMm. pazaen 4.4 u 4.5): adaruHuOOM, IEPUTHHUOOM,
TPa30J0HOM, aJIPA30JIAMOM, TUTOKCHHOM, CHIIICHA(DUIOM 1 TaganaduioM (s JeUeHHsI
SPEeKTWIbHON NHUChYHKUIMHU), MHUJA30JIaMOM (TP TapeHTEpaJIbHOM MPUMEHEHHH),

aTOPBACTATUHOM, PO3YBACTATUHOM, KCTOKOHA30JIOM. CHCI{yCT n30eraTh COBMECTHOT'O
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.02.2025 N= 3744

MPUMEHEHHUS CO CIEAYIOIIMMH TMperaparaMmu (Cl\ll_ll_'[l)?:3}€1g§;ﬁ'ﬂTll;ul:éjl"%eﬂa_'kHHHﬁﬁOM,

a0eMalKINOOM.

Oco0ble yKa3auus

PuronaBup He nzneuynBaet o BUY-1 undexnuu u cuaapoma npuoopeTéHHOT0o MMMYHOIe(hUIIUTa
(CTIM). V manueHToB, MONYYalolMX PUTOHABUDP WIH JHOOYIO JAPYTYI0 aHTHPETPOBHPYCHYIO
TEpanui, MOTYT MPOAOIKATH Pa3BUBATHCS OMMOPTYHUCTHUYECKHE WHPEKIUU H ApYyTHC
ocnoxxuenuss BUY-1 undexiun.

[Ipy mpuMeHEeHUU PHUTOHABUpPA B COCTaBe KOMOWHUPOBAHHON aHTUPETPOBUPYCHOM Tepanmuu
noka3zaHo 3(Q¢deKTUBHOE MOJABICHHE BUpPYCa, YTO 3HAYUTEIBLHO CHIKAeT puck nepenaun BHY
MOJIOBBIM IIyTE€M, OJIHAKO, IIPU 3TOM MOJHOCTHIO puck nepegaun BIUY uckitoueH ObITh HE MOXKET.
[TarueHTH TOJKHBI COOTIOATh COOTBETCTBYIOIINE MEPhl OE30TACHOCTH JISI MPEIOTBPAIICHUS
nepenaun BUY-undexnnu.

[Ipy Ha3HaueHWM pUTOHABHpPAa B KOMOMHAIIMM C JAPYrUMU UHTHOuUTOpamu mnporea3 BUY
(HampuMmep, B cliydasx, KOTJa PUTOHABUP HCIIOJIB3YeTCS B KadyecTBe (DapMaKOKHMHETHIECKOTO
YCWIUTENSI JAPYyruX HMHruOMTOpoB mporeas3 BUY) crnemyer yuuthiBaTh HH(DOpMAIHIO,
COJIEpIKalIYIOCs] B MHCTPYKIUSAX MO MPUMEHEHHI0 COOTBETCTBYIOUIMX HMHTHOMTOPOB IpOTEa3s
BUY.

Ilpumenenue  pumonasupa 6  Kawecmee  AHMUPEMPOBUPYCHO20 — CpPeOCmed Uil
G apmarokunemuuecko2o ycuiumers

HCZMMEHmbl C XDOHMU@CKOIZ duapeed uniu Maﬂba6cop6uued

PekoMenayeTcsi TOMOTHUTENbHBI MOHUTOPUHI IIPY BO3HUKHOBEHUHM Juaped. OTHOCHUTEIBHO
BBICOKAsl 4acTOTa JUApEd BO BPEMs JICYEHUS PUTOHABUPOM MOXKET IPUBECTU K HAPYIICHHUIO
BCAChIBaHMSI M CHIDKEHHIO dJ()PPEKTUBHOCTH (BCIEACTBUE CHUKEHHUS KOMIUIAEHTHOCTH)
PUTOHABHpa WIH JIPYTMX OJHOBPEMEHHO IPHUMEHSEMBIX JIEKapCTBEHHBIX CpeAcTB. Cepbe3Has
NEePCUCTUPYIOLIast PBOTA U/WIU Jiapesi, CBsI3aHHAs C UCIIO0JIb30BAaHHUEM PUTOHABHPA, TAK)KE MOXKET
INPUBECTU K HApPYLIEHUIO (PYHKIMU MOYeK. PEKOMEH1yeTCcsl KOHTPOIUPOBaTh (PYHKIIMIO MOYEK Y
NAIMEHTOB ¢ HapylIeHneM QyHKIUHU TOYEK B aHAMHE3€.

Lemogunus

VY mauueHToB ¢ remoduiamnen Tuna A wiu B, momydaronmmx JiedeHue MHrHOMTOpaMHu BUPYCHBIX
nporteaz BUY, ormeuanuce ciyyau yCUIEHHUsS KPOBOTEUEHHUSI, BKIIIOUYasi CIIOHTAaHHOE 00pa3oBaHue
KOXKHBIX TeMaToM U remapTpo3a. HekoTopsiM nmanueHTam Obl1 TOMOJHUTENBFHO Ha3HAUEH PaKTop
VIII. Bosnee yem B MOJIOBHHE ONMHUCAHHBIX CIIy4aeB JieU€HHE MHIMOMTOPAMU BUPYCHBIX MPOTEa3
BHY 6bu10 npo0omKeHo WM BO30OHOBIEHO. MIMEIOTCS yTBEpKJIEHHS O HAIMYUHM MPUYHMHHO-
CJIEICTBEHHOM CBSI3M, XOTSI MEXaHHU3M JIEHCTBUS yCcTaHOBJEH He Obul. [lannenTsl ¢ remodunueit

JOJIKHBI OBITH TPOMH(POPMUPOBAHBI O BO3MOKHOCTH YCUJIEHUS! KPOBOTEUEHUH.



COOTBETCTBYET 3KC

ot 17.02.2025 Nz 3744

(NOCNEQCBATENEHOCTE 0002)

CMEPTHOMY OTYETY

Macca mena u nokazamenu oomena seulecme

Bo Bpemsi aHTHUPETpPOBHPYCHON TEpanmuu MOXKET MPOUCXOJUTh YBEIWYEHUE MAaCChl Tela,
MOBBIIICHUE KOHIIEHTPAIIUY JTUITHIO0B U TJIFOKO3BI B IJIa3Me KpoBH. Takue N3MEHEHUS MOTYT OBITh
YaCTUYHO CBSI3aHbI C KOHTPOJIEM 3a00JIeBaHUS 1 00pa30M >KU3HU. 11 MOBBIIIEHUS] KOHLIEHTPALUU
JUMNHUIOB B HEKOTOPBIX CIIy4asiX CYyIIECTBYIOT CBHJIETEIbCTBA BO3JACHCTBHS TEpaIlid, B TO BpeMs
KaK CBUJICTEILCTB CBSI3U MPUPOCTA MACCHI TeJIa C KAKMM-JIMOO KOHKPETHBIM JiedeHreM HeT. [Ipu
OTCJI)KMBAHUM KOHIIEHTPALIMH JIUIUJIOB U TJIIOKO3bI B KPOBHU CJIEYET OPUEHTHUPOBATHCS Ha
pa3paboTaHHble pyKoBOACTBa 1o jedeHuto BUY-undexkuuu. Hapymenus nunuaHoro odmeHa
HEO00XO0JMMO KOPPEKTUPOBATH B 3aBUCUMOCTH OT KJIMHUYECKON CUTYaIlH.

Heob6xomquMo wumeTh B BUIY BO3MOXKHOCTH IMaHKpEaTUTa MPU TMOSBICHUU KIMHUYECKHUX
CHUMIITOMOB (TOIIHOTA, pBOTA, 00Jb B KUBOTE) U OTKJIOHEHUN JTaOOPATOPHBIX MOKa3zaTejed OT
HOPMBI (TIOBBIIIEHNE YPOBHSI JIMTIAa3bl HIIM aMUJIa3bl B CHIBOPOTKE). [lalieHThI ¢ nepedncieHHbIMU
MpU3HAKaMU WM CUMITOMAaMHU JOJDKHBI MPOWTHU JOIMOJHUTENbHOE OOCIeN0oBaHKe, a B Cllydae
MOATBEPKICHUS TMarHo3a MaHKpeaTUTa JICUCHUE PUTOHABUPOM CIIEYET NMPEKPATUTb.

CI/IHODOM B60CCMAHOBGIERUA UMMYHUMemdA

Y BUY-uHOUIMPOBAHHBIX MAIMEHTOB C TSKEIbBIM UMMYHOAC(PHUIIMTOM Ha MOMEHT Hayala
KOMOMHHMPOBAaHHOW aHTUpeTpoBUpycHOU Tepamuu (KAPT) MoxeT pa3BUThCA BOCHANIHUTEIbHAS
peaknus Ha OECCUMITOMHBIC WJIM OCTATOYHBIC ONIOPTYHHCTHYCCKUE MH(MEKIMH, YTO BEACT K
CEPbE3HBIM KIIMHHUYECKAM COCTOSIHHUSIM WIIM YXYIIICHUIO CUMITOMOB. Takue peakiuu OOBITHO
HaAOII0IAI0TCS B TIEPBBIE HECKOJIBKO HEZleNb Wi MecslieB oT Hauana KAPT. B kauectBe mpumepa
MOKHO TPHUBECTH LUTOMETATIOBUPYCHBI PETHHHUT, TE€HEpalu3OBaHHbIE U (WJH) (OKaIbHBIE
MHUKOOaKTepranbHble HWH()EKIMH W TMHEBMOHHMIO, BBI3BaHHYI0 Pneumocystis jiroveci. Bce
CHUMITTOMBI BOCIIJICHUSI JTIOJKHBI OBITh JIOMTOJIHUTEILHO OLIEHEHBI, a TPU HE0OXOAMMOCTH CIIEIyEeT
HAYaTh JICUCHUE.

Takxe ©Ha QoHe CHHAPOMAa BOCCTAHOBIEHUS HWMMYHHUTETAa COOOIIANIOCH O pPa3BUTUHU
ayTOUMMYHHBIX 3a00J€BaHUM (TaKuX Kak 0osie3Hb ['peiiBca), 0IHAKO ATO MPOUCXOIUT B Pa3HbBIC
CPOKH, JaKe CIIyCTsl MHOTO MECSLIEB MTOCIIE Hayaja JICUeHHUS.

3abonesanus neuernu

PurtonaBup He cieqyeT Ha3Ha4yaTh MAalMEHTaM C JEKOMIIEHCUPOBAHHBIM 3a00JIeBaHHEM TEUEHH.
[Tpu Ha3HaYeHNH KOMOMHUPOBAHHON aHTUPETPOBUPYCHOU TEPAIUU Y MAIIUEHTOB C XPOHUYECKUM
renatuToM B mmm C cymiecTByeT MOBBIIIEHHBIM PUCK Pa3BUTHSA TSKEIBIX M MOTEHIMAIBHO
OIACHBIX IS KM3HU HEKEJIATEIbHBIX PEAKLUN CO CTOPOHBI IIeYeHHU. B ciaydae comyTcTByromen
IPOTHBOBUPYCHOM Tepanuu renatura B mimm C HE0OX0IMMO 03HAKOMUTHCS ¢ MHCTPYKIUEH 1O

MIPUMEHEHUIO COOTBETCTBYIOIIUX MTPENapaToB.

10



COOTBETCTBYET 3KCTI

ot 17.02.2025 N2 3744

V manueHToB ¢ UMEIOIIMMCS B aHAMHE3€ HapyIieHUEM diﬂ{'%l:-(ﬂ-lﬁr;g:r "PITEM;}II'{DTOFJH‘I‘{ICHKHI}'I

CMEPTHOMY OTYETY

AKTUBHBIN T€MaTUT, TP KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM TEPAITH MOXET HAOII0IaThCS
MOBBIIIEHHAS YaCTOTa PAa3BUTHUS HapyIMIeHUN (DYHKIMH MEYESHHU; 32 TAKUMH MallMEHTaMHU CIEeTyeT
TIIATEJIbHO HAOII01aTh B COOTBETCTBUU CO CTaHIAAPTHBIMH IPOTOKOJIaMHU JieueHus. Eciu y 3tux
[ALMEHTOB MOSABJSAIOTCS CUMIITOMBI YXYZIIEHHsS 3a00JI€BaHUs INE€YEHH, CIEAYeT PacCMOTPETh
BOIIPOC O IIPEPBIBAHUHU WJIU IIPEKPAILCHUH JICYCHUS.

3abonesanus noyex

He oxxupmaercs cHIKeHne OOIIero KIMpeHca PUTOHABHPA Y TTALMEHTOB ¢ HapyIIeHHEeM (QyHKIUH
IOYEK B CBSI3HM C HE3HAYUTEIbHBIM OYEYHBIM KIMPEHCOM PUTOHABUPA.

Ha ¢one mpumenenust ¢ teHodoBupa AM30NpPOKCHIA (yMapaToM B KIMHUYECKOH IMPAaKTHKE
€00011a7I0Ch O pa3BUTHH IOYEYHON HEJJOCTATOYHOCTH, HApyIIEHUH (DYHKIIUH ITOYEK, TOBBIIICHUN
YPOBHSL KpeaTMHHHA, runodochareMud u TyOyJONaTHH HPOKCHMAIBHOTO THIA (BKJIOYAs
cuaapoM daHKOHNM).

Ocmeonexpos

Coo0manock 0 cirydasix OCTCOHEKp03a, 0OCOOEHHO Yy MAaIlMEHTOB C IPOrPECCUPYIONIEH cTaguen
BUWY w/unu npu 0NTOCPOYHOM NPUMEHEHUN KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM TEpaIuy,
XOTSI TUOJIOTHS 3TOTO OCIOKHEHHSI CYUTACTCS MHOTO(aKTOPHOM ((hakTOpaMu prcKa B TOM YUCIIE
SBIISIIOTCSL  TIPUMEHEHHE  TIIOKOKOPTHUKOCTEPOHIOB,  YIOTPEOJICHHE  aJIKOTOJISA,  TsDKenas
UMMYHOCYTIPECCHS, BBICOKHI MHIEKC Macchl Tena). Eciu manuenT onrymniaer 00k B cycTaBax, ux
TYTOIO/IBUKHOCTb, TPYAHOCTHU TPH JIBUKEHUH, EMY CIIeyeT OOpaTUThCS K Bpayy.

Yonunenue unmepsana PR

Ha ¢one nmpuema putoHaBrUpa y HEKOTOPBIX MTAIIMEHTOB OTMEYAIOCh YMEPEHHOE OECCUMIITOMHOE
yanuHenue uHTepBasia PR. Ilpu npueme putoHaBupa cooO0IIAIOCh O PEAKHX Clydasx
aTpuoBEeHTpUKYIsipHOU Onokazs! I u III cTenenu y manueHToB ¢ OpraHMYeCKUM 3a00JI€BaHUEM
CcepAlla MU CYILIECTBYIOUIUMU DPAHEE PacCTPOMCTBAMHU IIPOBOIALIEH CHUCTEMBI CepAua WIH Yy
NAUEHTOB, MPUHUMAIOIIKX Ipenaparsl, yuIMHsomye natepsai PR (Takue kak Bepanamul uin
aTazaHaBup). Y TaKUX NAI[UEHTOB PUTOHABUP CIEAYET MPUMEHSITH C OCTOPOKHOCTHIO.
B3zaumooeiticmesue ¢ opyeumu 1eKkapcmeeHHbIMU CpeoCcmeamu

Ilpumenenue pumoHnasupa 8 KA4ecmee aumupemposupyCcHo2o CD@()CWI@G

Crnenyrone TPEeAyNpeXICHUS W MEphl TMPEJOCTOPOKHOCTH CIEAyeT YYHUTHIBaTh, KOT/IA
PUTOHABUP WCIOJB3YEeTCI B Ka4yeCTBE aHTHUPETPOBUPYCHOTO cpenctBa. Ecam putoHaBup
UCIIONIB3YETCS B KauecTBe apMakoKMHeTHuecKoro ycunurens B n1o3e 100 mr u 200 mr, Henb3s
CUMTaTh, YTO CJEAYIOUINE TMPEAYNPEKICHUSI W MEpPbl MPEAOCTOPOKHOCTH Takke OyayT
npuMeHsATbCs. Korma puToHaBUp MCIIONB3YETCS B KauecTBe (PapMaKOKMHETHUYECKOTO YCHIIUTEIIS,

HEOOXOJUMO  yUYWTHIBaThb IMOJIHYI0 HMHPOpPMAIMI0 O MPEeNynpexaeHUusIxX H  Mepax
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 17.02.2025 N= 3744

MPEAOCTOPOKHOCTH JIJII COOTBETCTBYIOIIETO HFI/I6HT6|85:' ﬁa&%ﬁ“ﬁﬁqkﬂgg'rgﬁyl :;Dl.ﬂ—'llg,ﬁyeT

O3HaKOMUTHCA C HHCprKLIPIGfI M0 IPpUMCHCHUIO COOTBCTCTBYIOLICTO IIpCIiapara.

HUneubumopwvr @J/13-5

CrnenyeT nposiBISIT 0COOYI0 OCTOPOXKHOCTh MPY Ha3HAUECHUHU CHIIIeHadIIa WK Taaanadpuia s
JICUYEHUs SPEKTUIILHON NUCHYHKIUHU Y MAalMEHTOB, IPUMEHSIOMUX pUTOHaBUp. OKUIaeTCs, 4To
OJHOBPEMEHHOE ITPUMEHEHNE PUTOHABUPA C ITUMHU JIEKAPCTBEHHBIMHU MPETIAPATAMU 3HAYUTEIIHHO
MOBBICUT UX KOHLICHTPALMIO B IUIa3M€ KPOBU U MOYKET IMPHUBECTH K PA3BUTHUIO HEXKEIATEIbHBIX
peaklMii, TAKUX KaK apTepuaibHas TUIIOTEH3US U IPOJIOHTUPOBaHHasA dpekuusi. OTHOBPEMEHHOE
pUMeHeHHe aBaHaduia WK BapJeHa(uia ¢ pUTOHABUPOM MPOTHUBOIOKa3aHo. OTHOBPEMEHHOE
NPUMEHEHHUE CWIIeHaduIa C PUTOHABUPOM TMPOTHBOMOKA3aHO Yy MAIMEHTOB C JIETOYHON
apTepuaIbHOW TUIIEPTEH3UEH.

Uneubumopwr I’ MI-KoA-pedykmazel

WNuruburopel 'MI'-KoA-penykTa3pl cUMBAcCTaTHH W JIOBACTaTMH B 3HAYMTENBbHOM CTENEeHU
Metabonusupyrotces nzodpepmentom muroxpoma P450 (CYP) CYP3A4, mosToMy 0OIHOBpEMEHHOE
MCII0JIb30BaHUE PUTOHABUPA C CAMBAaCTaTUHOM WJIM JIOBACTATMHOM IIPOTUBOIIOKA3aHO BCJIE/ICTBUE
HOBBIIIEHUS PUCKA pa3BUTH MUONIATHH, BKIItOYast pabromuonns. HeoOxoaumo Takxke codmoaath
OCTOPOXXHOCTb M CHWXKATh J03bl IPU OJHOBPEMEHHOM HAa3HAYEHHHM pPUTOHABUpPA C
aTOPBAaCTaTMHOM, KOTOPbIIl B MEHbIIIEH CTEIIEHU METa0OIU3UPYETCS U30(PEPMEHTOM LIUTOXPOMA
CYP3A4. Hecmotpss Ha TO, 4YTO SJIMMHHAIMS PO3yBacTaTHMHA HE 3aBUCUT OT H30(epMeHTa
nutoxpoMa CYP3A, onucaHo MOBBILIEHUE DKCHO3UIMHM PO3YBAaCTaTHHA IPU OJHOBPEMEHHOM
OPUMEHEHUH C PUTOHABUPOM. MeXaHH3M 3TOr0 B3aUMOJEWCTBUS HE SICEH, HO MOXET ObITh
pe3ynbTaToM MHIHOMpOBaHUS NepeHocurka. [Ipu oJHOBpeMEHHOM Ha3HAYeHHH C PUTOHABUPOM
B KauecTBe (papMaKOKMHETUYECKOTO YCUJIUTEINS WM B KaueCTBE aHTUPETPOBUPYCHOTO CPEICTBA
JIOJKHBI MCIIOJIB30BAaThCs HAaMMEHBIINE BO3MOYXKHBIE J103bl aTOPBACTaTHHA WJIM PO3yBacTaTHHA.
Mertabo113m npaBacTaTiHa U (piyBacTaTHHA He 3aBUCHUT OT n3opepmenTa nutoxpoma CYP3A4,
U UX B3aUMOJICHCTBHUS C PUTOHABUPOM HE OKuJaercs. Eciau mokazaHo jeueHue WHrHOUTOPOM
I'MI'-KoA-penykTasbl, peKOMEHAYEeTCs] IPUMEHATh MpaBacTaTUH WU (IIyBacTaTHH.

Konxuyun

Cpenu nanueHToB, IPUHUMABIIUX KOJIXHUIIMH U MOLIHbIE HHTHOUTOPHI H30(hepMeHTa IIUTOXpOMa
CYP3A, Takue Kak pPUTOHABUD, BBIABIEHBI CIIy4au YIPOXKAKOLIETO JKU3HU U CMEPTEIBHOIO
B3auMojieiicTBusl  mpenapatoB. CoOBMeCTHOE TpPUMEHEHHE KOJXWIMHA M  pUTOHaBHpaA
IIPOTUBOMNOKA3aHO.

Huzoxcun

Cnenyer mposBIATH OCOOYI0 OCTOPOXXHOCTh MpPU Ha3HAYEHUM PUTOHABUpPA MAalMEeHTaM,

MNPpUHHUMAIOIUM  AWUTOKCHH, IIOCKOJIBKY OXHOACTCA, 4YTO OAHOBPEMCHHOC IIPHMCHCHUC
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.02.2025 N= 3744

i W i ._, y W N2
pUTOHABHpPA C JUTOKCHHOM TNPHUBEACT K YBEITUMCHHIO k%cm J%He't TSZBAJ'III?IIQéHI/Ie

KOHLEHTPALUU JIUTOKCUHA MOXKET YMEHbBILIATHCS C TEYEHUEM BPEMEHHU.

VY nanueHToB, KOTOpPBIE YK€ NPUHUMAIOT JUTOKCHH, CIEAYET YMEHBIIUTh €r0 J03Y BIBOE IpU
Hayaje Tepaluy PUTOHABUPOM, U 3a MallMeHTaMu HE0OX0JUMO Ha0I0AaTh 0ojiee BHUMATENbHO,
4yeM OOBIYHO, B TEUEHHE HECKOJBKHX HEZeNb IOC]e Hadaja OJHOBPEMEHHOTO IPUMEHEHUs
pPUTOHABHpA U JUTOKCHHA.

VY nauueHToB, y’Ke NIPUHUMAIOIIKUX PUTOHABUP HA MOMEHT HavyaJla JICYEeHUsI AUTOKCUHOM, JICUEHHE
JTUTOKCUHOM JIOJIKHO BBOJAUTBHCA O0Jjiee MOCTENEHHO, YeM 00bIYHO. B 3TOT nmepruoa Heo0Xoaumo
MPOBOAUTH O0JIe€ MHTEHCUBHBII MOHUTOPUHT YPOBHS TUTOKCUHA, a P HEOOXOIUMOCTH CIIEAYeT
IPOBOJUTH KOPPEKTHPOBKY J03bI, MCXOAS M3 KIMHHUYECKHUX M 3JIEKTPOKApAUOTpaduyecKux
JAHHBIX U YPOBHS JUTOKCHUHA.

3muHquacmpadu0ﬂ

Crnenyer ucnonb3oBaTh OapbepHbIC MM MHBIE CPEICTBA KOHTPALECMIUU, KPOME FOPMOHAJIBHBIX
IIPEnaparoB, MPU UCIOJIB30BAHUN PUTOHABUPA B TEPANEBTUYECKUX WIM HU3KHMX 033X, TAK KaK
PUTOHABUpP MOXET CHIDKaTh 3()()EeKTHBHOCTH TOPMOHAJIBHBIX KOHTPAICTITUBOB W HW3MEHSTH
npopmwib MaTOYHBIX KPOBOTEUEHHUH IpU OAHOBPEMEHHOM Ha3HAYeHMH C 3ICTPAIHOI-
COZIEpKALIMMU KOHTPALCIITUBAMH.

FJZIOKOKODmuKOCWIGDOM()bl

He pexomenmyeTcss 0JJHOBpEMEHHOE NMPUMEHEHHE PUTOHABUPA ¢ (IYTUKA30HOM WM JAPYTHMU
TIIFOKOKOPTUKOCTEPONIaMHU, KOTOPhIE METa0OIU3UPYIOTCS CUCTEMON H30(epMeHTa LUTOXpOMa
CYP3A4, xpome citydaeB, KOT/ia MOTEHIMATbHAS MOJIb3a JICYEHUS MPEBBINIAET PUCK CHCTEMHOTO
JEHCTBUS KOPTUKOCTEPOUIOB, BKIIOUas cHHApoM Wienko-KymmHra u monarinenue (GpyHKIuHA
HA/IMIOYCYHUKOB.

Tpazo0doH

CrnenyeT mposBIATE OCOOYI0 OCTOPOXXHOCTh TMPU Ha3HAYECHUM PHUTOHABUpPA TMAalMEeHTaM,
MPUHUMAIOIINUM Tpa3o/10H. Tpa3omon sBisieTcs cyoctparom nzodepmenta uroxpoma CYP3A4,
U OXHJIACTCSA, YTO OJHOBPEMEHHOEC NPHMCHECHHE PUTOHABHpA TMPUBEACT K YBEIUUCHHIO
KOHIIEHTpAIlMU Tpa3o0Ha. B nccnenoBaHusax B3auMoAecTBHs (TIpU OTHOKPATHOM MPUMEHEHHH )
y 3J0pPOBBIX JOOPOBOIBIEB HAONIONANNCHh TaKHEe HEXKeNaTelIbHble PEaKIUh, KaK TOIIHOTA,
TOJIOBOKPYKCHHE, apTepHalibHAs THITOTCH3US U 0OMOpPOK.

Pusapokcaban

He pexomeHnmyeTrcss NpPUMEHSATh PHUTOHABUD Y TMAIMEHTOB, MOJYYaOIIUX pPHUBApOKCaOaH,

BCJICACTBHUC YBCIIMYCHUSA PUCKA KPOBOTCUCHUA.

Puouueyam
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.02.2025 N= 3744

COBMECTHOE TIPUMEHEHHE HE PEKOMEHIyeTcH w3-3a' Hosmbadtoto™ Venteiin- bosienetsus

puouuryara.

Bopanaxcap

CoBMecTHOE TNPUMEHEHME HE PEKOMEHIYETCS M3-3a BO3MOXKHOIO YCWICHHS BO3JIEHCTBUSA
BOpariakcapa.

beoaksunun

Cunbable HHTUOUTOPHI M30(pepmenta ruroxpoma CYP3A4, takue Kak MHTHOUTOPHI MPOTEA3bI
BUY, moryT yBenuuuBaTh 3KCIO3ULUIO O€JaKBWIIMHA, YTO B CBOIO OY€pEeb MOXKET IOBBIIIATh
PHCK pa3BUTHS, CBSI3aHHBIX C O€ITaKBUIIMHOM, HeXKelaTeIbHbIX peakiuil. Takum oOpa3om, cienyer
n30eraTh Ha3HaYeHUs OeTaKBUIIMHA B KOMOWHAIIMK C PUTOHABUpOM. TeM He MeHee, eCli MoJb3a
NIEPEBELIMBACT MMOTEHIIMAIBHBIN PUCK, OJJHOBPEMEHHO Ha3HauaTh O€JaKBUJIUH C PUTOHABHUPOM
HEOOXOIUMO  C  OCTOPOXKHOCTBbIO.  Pexomenayerca ~ Oosiee  4acThli ~ MOHMTOPUHT
JJIEKTPOKAPAUOTPAMMBl UM KOHTPOJIb AKTUBHOCTH TpaHCaMUHa3 (CM. HHCTPYKIMIO 11O
IPUMEHEHHUIO JUIsl OeJaKBUIIMHA).

enamanuo

OnHOBpeMEHHOE IPUMEHEHHE JIelaMaHK/1a ¢ CUIIbHBIM MHTUOUTOPOM M30(epMEeHTa LIUTOXpoMa
CYP3A (puroHaBUpOM) MOKET YBEIMUMBATh 3KCIIO3ULUIO META00INTA AeTaMaHUa, YTO MOXKET
IpUBOIUTH K yanuHeHuto natepsana QTc. Takum oOpa3om, eciii OJJHOBPEMEHHOE IPUMEHEHUE
JiellaMaHuJia M pUTOHaBHpa HEOOXOJUMO, PEKOMEHAYETCSl OY€Hb YacTO KOHTPOJIUPOBATH
snekrpokapauorpammy (OKI) Ha MpOTSHKEHHH BCEro MepHoJa JICYCHHs JeTaMaHUIoM (CM.
MHCTPYKIIHIO IO IPUMEHEHHUIO IS IeJIaMaHua).

Pumonasup npu npumenenuu 6 kauecmee QapmMaKoOKUHEMu4ecKko20 yCuIumens

[Tpodunu B3aumozeiicTBust ¢ nHruOuTOpamu nporeazsl BUY, npuMeHseMbIX 0HOBPEMEHHO C
HU3KOH 7103011 pUTOHABHPA, 3aBUCST OT KOHKPETHOT'O OJJHOBPEMEHHO IPUMEHSIEMOr0 HHIHOUTOpa
nporeassl BUY.

Onucanne MEXaHM3MOB U BO3MOXHBIX  MEXaHHU3MOB, CIIOCOOCTBYIOIIMX  HPOGUIIO
B3aumozeiicteus ¢ UII cm. paszgen 4.5. Takxke ciieqyeT 03HAKOMUTBHCS C MHCTPYKIUEH MO
IIPpUMEHEHHUI0 cooTBeTcTBYIOMEro MUII.

Caxeunasup

He cnenyer Haznauats putoHaBup B 1o3ax Bbiiie 100 mr qBa pasa B cytku. [lokasaHo, uro Oonee
BBICOKHME J103bl PUTOHABHpa CBSI3aHbl C MOBBILICHHOW YacTOTONW pPAa3BUTHUS HEXKeJIaTeIbHBIX
peakuuii. OTHOBPEMEHHOE NPUMEHEHHE CaKBUHABUpPAa M PUTOHABUPA MPHUBOJWIO K PA3BUTHIO
TSDKEJIBIX He)KeJaTelbHbIX peakluii, B OCHOBHOM JUa0eTHUECKOro KeTOalu103a U HapyILeHHH co

CTOPOHBI IICYCHH, 0COOEHHO Y NAaUCHTOB C YK€ UMCHOIIIMMHUCA 3a00JICBaHUSIMU TICUCHH.
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COOTBETCTBYET 3KC

ot 17.02.2025 N2 3744

BcenencrBue pucka TSKENIOW TIenmaTOTOKCUYHOCTH (%&BMEJ Egl:ﬁ/r'z['e Tﬁbglf;ll‘l!ﬂléHI/Iﬂ

CMEPTHOMY OTYETY

AKTUBHOCTH TpAaHCAMWHA3) CAKBHHABUP/PUTOHABUP HE ClEeQyeT Ha3HauyaThb BMeECTe C
pUQpaMITUITTHOM.

Tunpanasup

HNMeroTcss cBeleHMs, 4YTO OJHOBPEMEHHOE IPUMEHEHHE THUIIpaHaBUpa B COYETAaHUU C
putoHaBupoM B n03¢ 200 Mr compoBOXKIAlIOCh pa3BUTHEM TIeNaTUTa € KIMHUYECKUMU
IIPOSIBJICHUSIMU U IEYEHOYHOM JIEKOMIIEHCAINH C JIETAIbHBIMU UCX0JIaMHU B HECKOJIBKUX CIIydasX.
Oco0y10 OCTOPOXKHOCTh HEOOXOAUMO IMPOSBIATH B OTHOIIEHUHU MAlMEHTOB C COMYTCTBYIOLIUM
XpoHHUYecKUM renatutoM B wnn C, MOCKOJIBKY Yy HUX MOBBIIIEH PUCK IENaTOTOKCUYECKOTO
JIEUCTBUA 3TUX MPEMAPATOB.

Ho3b1 putonaBupa Menee 200 Mr nBa pa3a B CYTKHM HE CJEAYyeT MCIOJb30BaTh BMECTE C
TUIIPAHABUPOM, TAK KaK 3TO MOXKET YXYIIUTh TPOhuib 3PpPeKTUBHOCTH KOMOMHAIINH.

Docamnpenasup

PuronaBup B no3ax Beimie, yem 100 Mr aBa pa3a B CYyTKH, HE M3y4aJiCsl NPU OJAHOBPEMEHHOM
NpUMEHeHHH ¢ (OCaMIPEHAaBUPOM B KIMHHYECKUX HccienoBaHusx. Mcmonb3oBanue Oonee
BBICOKHX /103 pUTOHABHPA MOKET yXYIIIUTh Npoduib 6€30nacHOCTH KOMOMHALIMY, U [TI0O3TOMY He
pPEKOMEH1yeTCH.

Amaszanasup

OnHoBpeMeHHOE MPUMEHEHNE aTa3aHaBUpa C PUTOHABUPOM B 033X Bbiie, yeM 100 Mr oauH pa3
B CYTKH, HE M3y4aJOoCh B KIMHMUYECKUX HccienoBaHusX. Mcmonb3oBanue Gosee BBICOKHX 103
pPUTOHABHpAa MOXET YXYIIUTh HpoQHIb OE30MacHOCTH aTa3aHaBHUpa (KapAMOJIOTHYECKHE
3¢ deKThl, TUIIEepOUIMpPYOUHEMHS), U TIO3TOMY COBMECTHOE NPUMEHEHHE HE peKkoMmeHayeTcs. B
Clly4yae €clid aTa3aHaBUp C PUTOHABUPOM IPUMEHSIOTCS OJHOBPEMEHHO C 3(aBUPEH30M, 103y
pUTOHaBHpa MOXKHO yBenuuuTh 10 200 Mr oauH pa3 B cyTKH. B 3Tom ciydae HeoOXxomaum
TIIATENbHBI KIMHUYECKMH MOHUTOPHHT. J[1s mosryueHHs! TOMOJIHUTENbHON MH(OpMAIMKU CM.
MHCTPYKLHIO [0 IPUMEHEHHIO aTa3aHaBUpA.

4.5. B3amMmopeiicTBMe ¢ IPYTHMH JIEKAPCTBEHHBIMHM MNpenapaTtaMM H JApyrue BHIbI
B3aMMO/EHCTBHA

[IpuMmeHeHNE pUTOHaBHpa B Ka4eCTBE d)aDMaKOKI/IHCTI/I‘-ICCKOFO YCUITHUTEIA WIn

AHTUPCTPOBUPYCHOT'O ITpE€riapara

PutonaBup 00Jia1aeT BEICOKMM CPOJICTBOM K HECKOJIBKUM n3odopmam ruroxpoma P450 (CYP) u
UHTHOUpyeT okucieHue B cinenytomeM nopsaake: CYP3A4 > CYP2D6. [Ipumenenre putoHaBupa
OJTHOBPEMEHHO C JIEKapCTBEHHBIMHU IIpernapaTaMu, MeTaboJIM3UPYEMBbIMU IMPEUMYIIECTBEHHO
CYP3A, MOoXeT TpHBECTH K YBEIMYCHHIO KOHIICHTPAIMU OJHOBPEMEHHO MPUMEHSIEMOTO

JICKApPCTBCHHOT'O IIpeIriapara B IJ1a3ME KPOBHU U, KaK CIICACTBUC, K YCUJICHUIO WX IPOJJICHUIO €TI0
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COOTBETCTBYET 3KCTI

ot 17.02.2025 N2 3744

TepaneBTHuYecKoro 3¢hdexra U HexenaTeNlbHbIK HBJ'IGHHE[I.:Iﬁ‘[-)IIg%E %E%'(;I\'/r Bﬁpﬂwéh'éHHH

CMEPTHOMY OTYETY

OTJENBHBIX JICKAPCTBEHHBIX MpenapaToB (HampuUMep, ajmpasosiaMa) MHTHOHpyrolee JaeicTBre
puronasupa Ha CYP3A4 MoxxeT CHUXKATbCs CO BpeMeHeM. PUTOHaBHUp Takoke 00J1a1aeT BHICOKHM
CPOJACTBOM K P-rmukonpoTeMHy M MOXKET OKa3blBaThb HMHIMOHMpYIOIIEe BO3JEHCTBHE Ha 3TOT
nepeHocuMk. VHruOupyromee JeiicTBUe pPUTOHABHpA, MCIOJIB3YEMOIO OTIEIBHO WM B
KOMOWHAIMK C JPYTUMH HMHTUOUTOpAMH IMPOTEasbl, HA aKTHBHOCTh P-TIHMKONMpPOTEHHA MOXET
CHIDKATBCSI CO BpeMeHeM (B KauecTBe IpUMepa CM. CBEJICHHSI IJIsl TMUTOKCHHA U (pekcodeHa uHa B
tabmuie «O(PQPeKThl pUTOHABMpPA HAa HEAHTHPETPOBUPYCHBIE Ipenaparbl» HUxke). PutonaBup
WHIYIUPYET TIoKypoHu3anuio u okuciaeHue yepes CYPLA2, CYP2C8, CYP2C9 u CYP2C19,
4TO COIPOBOXKIAETCS yCHJICHHEM OnoTpanchopMalii HEKOTOPHIX JIEKAPCTBEHHBIX IPEnapaTos,
METa0O0IM3UPYEMBIX C YIaCTHEM ITUX U30(PEPMEHTOB. ITO MOKET IIPUBECTH K CHIKEHHUIO YPOBHS
CHUCTEMHOI'0 BO3/CHCTBUS OJHOBPEMEHHO IPUMEHSAEMBIX JICKApCTBEHHBIX IPENapaTtoB M,
COOTBETCTBEHHO, YCTPAHEHUIO WIIM COKPAILEHUIO JUIMTEIbHOCTH UX TEPANIEBTUUECKOTO AP deKTa.
Baxnple cBemeHWss O B3aMMOJACWUCTBUSIX PHUTOHABHpA, HCIOJIB3YEeMOr0 B  KadyecTBE
(bapMaKOKMHETUYECKOTO YCHIJIMTEINS, C JIGKAPCTBEHHBIMU MperapaTaMH TaKKe TPUBEACHBI B
MHCTPYKLIUU OJHOBPEMEHHO IIPUMEHSEMOI0 HHTMOUTOpa MpOoTeassl.

JIekapcTBEHHBIC IpenapaThl, BIMIIOIIME HA KOHIIGHTPAIIUIO PUTOHABHPA B KPOBHU

VYpOoBeHb PUTOHABUPA B CHIBOPOTKE KPOBU MOKET CHUKATHCSI ITPU OJHOBPEMEHHOM IIPUMEHECHUH
pacTUTENBHBIX JICKAPCTBEHHBIX IMpenapaToB, cojepkamux 3sepoboii (Hypericum perforatum).
DTO CBS3aHO C MHIYLHPYIOIIMM ACHCTBHEM 3Bepo00si Ha (DEPMEHTBI, METaOOIH3HPYIOIIHEe
JIeKapCTBEHHBIE Mpenaparthl. PacTUTENbHBIC JIEKAPCTBEHHBIE MIPEMapaThl, COIEPIKAIIUe 3BepOOOii,
HEJIb3sl WCIOIB30BaTh OJHOBPEMCHHO C PHUTOHABHPOM. ECIM Ha MOMEHT Hayajga JICUCHHUS
PUTOHABHPOM TAIIMEHT YK€ MPUHUMAET PACTHTEIbHBIC Mpernaparsl, COAepIKalme 3BepoOoi,
HEOOXOMMO MPEKPATHTh JICUCHUE UMK U MPU HEOOXOAMMOCTH MPOBEPUTH YPOBEHb BHPYCHOM
Harpy3ku. [locie mpekpalieHus JeUYeHHsl JICKAPCTBCHHBIMU IIpernapaTaMu, COJCpIKAIlIMU
3Bepo0O#, YpOBEHh PHTOHABHPA MOXET BO3pAaCTH. MOKET MOTPeOOBaThCS KOPPEKTHPOBKA JTO3bI
putoHaBupa. MHaynupyromee IeiCTBUE MOXKET COXPAHSITHCS HA MPOTSHKEHUH KAaK MUHUMYM 2
HeJIeTIb TOCIe MPEKPAICHUS JICUCHHUs PACTUTEIbHBIMU TIpenapaTaMu, COAepKaIMMH 3Bepo0oit
(cM. paznen 4.3).

VpoBeHb PUTOHABHPA B CHIBOPOTKE KPOBU MOYKET MEHSTHCS MIPH OJJHOBPEMCHHOM MTPUMEHCHUH
OT/ICNIBHBIX JIEKAPCTBEHHBIX MPENapaToB (HApUMep, JeaBUPIUHA, d(haBupeH3a, GEeHUTONHA U
pudammunmHa). DTH B3aUMOJACHCTBHSI OMUCAHBI B TAOIUIIAX B3aUMOJCHCTBHI JIEKAPCTBEHHBIX
HpenapaToB HIDKE.

.HeKaDCTBeHHLIe npenaparbl, HA KOHIICHTPAIIUIO KOTOPLIX BJIAMWICT PUTOHABUPD

B Tabnmunax HuXKe paccMOTPEHbl B3aUMOJEHUCTBUS MEXJIy PUTOHABHUPOM U HHTHOUTOpaMU
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pOTEaskbl,

npernapaTami.

JpYyTUMHU

COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 17.02.2025 N= 3744

npenapitanti- % 5 ddatipetpbaipyeabivm

AHTHPETPOBUPYCHBIMH

B3auMojeiicTBHS JIeKAPCTBEHHBIX NPENAPATOB: PUTOHABUP M HHTMOUTOPBI MPOTEA3bI

IIpumensieMblIii
OJHOBPEMEHHO
JIEKApCTBEHHBI
W npenapar

Mo3a OuennBaemsrii | AUC Cyvmn
O/THOBPEMEHHO
NPUMEHsSIEMOT0
JIEKAPCTBEHHOT0

npenapara (Mr)

Jo3a
puUTOHABHpA

(mr)

JICKApCTBEHHbI
W npenapar

AMIIpeHaBUp

600 xaxxaple 12 4 100 xaxnapie 12| AmnpenaBup® |1 na 64 % |1 B S pa3

9

PutoHaBup MOBBIIIAET YPOBEHb aMIIPEHABHPA B CHIBOPOTKE KPOBH BCIIEACTBHE
uaruoupoBannss CYP3A4. B KIMHHYECKMX HCCIICIOBAHUSX TIOITBEPKICHBI
0e3omacHOCTh ¥ 3PPEKTUBHOCTh IPUMEHEHHUSI aMIIpeHaBupa B o3¢ 600 mr 2
pasa B CyTKH OJTHOBPEMEHHO ¢ puTOHaBUPOM B j103¢ 100 mr 2 pa3a B cyTku. s
MIOJTyYCHUS JOTOJIHUTEIBHBIX CBEJACHUH 00 aMIIPeHABUPE CM. HHCTPYKIIHIO 10
MIPUMCHCHHUIO.

ArtazaHaBup

100 xaxnawie 24
q

300 kaxapie 24 4 ATa3zaHaBup THa86 % |1 B 11 pa3

ATtazanasup’ 1T B2paza |1 B3-7

pas

PrutoHaBHp MOBBILIAET YPOBEHb aTa3aHaBUPA B CHIBOPOTKE KPOBU BCIIEACTBHE
unrnouposanusi CYP3A4. B xoje KIMHUYECKUX UCCIICIOBAHUI OTBEPKICHBI
6e3onacHOCTh U 3()(HheKTHBHOCTH MPUMEHEHUs aTtazaHaBupa B 103e 300 mr 1 pa3
B CYTKU OJHOBPEMEHHO ¢ puTOHaBUpoM B fo3e 100 mr 1 pa3 B cyTku y paHee
JICYCHHBIX MalMeHTOB. JlOMOJHUTENbHbIE CBEJEHUS 00 ara3aHaBUpPE CM.
MHCTPYKIHIO IO TPUMEHEHHIO.

HapyHaBup

600 oHOKpaTHO 100 xaxnawie 12 |lapyHaBup 1 B 14 pa3

q

PuToHaBUp MOBBIIAET YpOBEHb JapyHaBHpa B CHIBOPOTKE KPOBH BCIIEACTBHE
CYP3A.  apyHnaBup
OJTHOBPEMEHHO C PUTOHABUPOM C IEJIbI0 TapaHTHPOBAHHOTO

MHTHUOMPOBAHUS HEOOXOUMO  HCIOJIB30BaTh
JOCTUKECHHUS
TepaneBTHUeckoro s¢dexta. IlpumeHeHne napyHaBHpa OJHOBPEMEHHO C
puToHaBMpoM B no03ax Bbime 100 Mr 2 pa3za B CyTKM HM3y4y€HO He ObUIO.
JlononHuTENbHBIE CBENEHUS O JapyHaBUpPE CM.

MHCTPYKLUU IO IPUMEHEHHIO.

B COOTBETCTBYIOILEHU

docamnpeHaBup

700 xaxnasie 12 9 100 xaxnapie 12 | AMnpeHaBup T B 24

paza

1B 11 pa3
q

PutoHaBup TmOBBIIIAET ypOBEHb aMmmpeHaBupa (oOpasyromierocs U3
¢docammnpeHaBrpa) B CHIBOPOTKE KpoBU BeiieacTBUe MHruouposanusi CYP3A4.
docamripeHaBUp HEOOXOUMO HCIIOJIb30BaTh OJJHOBPEMEHHO C PUTOHABUPOM C
EJIBI0 TAPAaHTUPOBAHHOTO JIOCTHXKEHUS TepamneBTHyeckoro >pdexra. B xoxe
KIIMHUYECKUX UCCIIEJOBAaHUM MOATBEPKIE€HbI 0€30MacHOCTh U 3PPEKTUBHOCTD
npuMeHeHus gocamipeHasupa B 103e 700 mMr 2 pa3a B CyTKH OJJHOBPEMEHHO C

putoHaBupoMm B o3¢ 100 mr 2 pasza B cytku. [Ipumenenue gocammpeHnaBupa
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

= ey

ot 17.02.2025 N2 3744
B3anMo/eiicTBHSI JIeKAPCTBEHHBIX NpenapatoB: pUTOHABAP T HATHORTOPLI IpoTea3tn’
Ipumensiemslii | Jlo3a Ho3a OuennBaemsrii | AUC Cyun
O/THOBPEMEHHO | 0OTHOBPEMEHHO PUTOHABHpPAa  |JIEKAPCTBEHHBI
JIEKAPCTBEHHBI | IPUMEHSIEMOT0 (Mr) il mpenapar
il mpenapar JIEKAPCTBEHHOT 0
npenapara (Mr)

OJHOBPEMEHHO C J103aMU puToHaBupa Bbilie 100 Mr 2 pa3za B CyTKH U3y4YEHO HE
Ob110. JloTIOTHUTENBHBIE CBEACHUS O (pocaMIIpeHaBUPE CM. B COOTBETCTBYIOIIEH
MHCTPYKIUHU N0 MPUMEHEHHUIO.

NununaBup

T Ha 178
%

800 xaxnpie 12 4 100 xaxnapie 12 |MngunaBup? H/0

9

PutonaBup 1T Ha 72 % |H/O

400 xaxnapie 12 400 xaxnaple 12 I/IHILI/IHaBI/Ip3 > 1 B4 paza

q

<> <>

Purtonasup

PutonaBup moBblIaeT ypoBeHb MHIMHABUPA B CHIBOPOTKE KPOBH BCIEICTBHE
unrubupoBanus CYP3A4. [lna YCTaHOBJICHBI
ONTHUMAaJbHBIE C TOYKH 3peHUs APPEKTUBHOCTH M OE30MACHOCTH JO3BI.

5TOl KOMOMHAIIMA HE

MuHuManbHas 1osib3a (PapMaKOKMHETUYECKOTO YCUJICHHUS, OMNOCPEAYyeMOro
PUTOHABHPOM, MOXKET OBITH JOCTUTHYTA MPU €ro MPUMEHEHUHU B JI03aX BBIIIE
100 mr 2 pa3a B cytku. [Ipu npumenenun putonasupa (100 mr 2 pasa B CyTKH)
oJHOBpeMeHHO ¢ wuHAauHaBupoMm (800 Mr 2 pa3za B CyTKH) HEOOXOAMMO
co0III01aTh 0COOYI0 OCTOPOKHOCTH BCIICACTBHE TIOBBIIIEHHOTO PUCKA Pa3BUTHUS
HepoJInTHA3A.

Hendunasup

1 Ha 20—
39 %

100 xaxnaeie 12 H/0

9

1250 xaxnple 12 1 Hendunasup

750 ogHOKpaTHO 500 kaxnasie 12 |Hendunasup 1 Ha 152%|H/0

q

<« <>

Puronasup

PutonaBup moBbIIIaeT ypoBeHb HeN(UHABHPA B CHIBOPOTKE KPOBU BCIIEICTBUE
CYP3A4. [lns
ONTUMAJIbHBIE C TOYKH 3peHHus 3(PPEeKTHBHOCTH M OE30MaCHOCTHU JIO3BI.
MuHuManbHas 1osib3a (PapMaKOKMHETUYECKOTO YCUJICHHUS, OMOCPEdyeMOro
PUTOHABUPOM, MOXKET OBITh JJOCTUTHYTA MPU €ro MPUMEHEHUHU B J03aX BbIIIE
100 Mr 2 pa3a B CyTKH.

MHTHUOMPOBAHUS 3TOW KOMOMHALIUM HE YCTaHOBJIEHBI

CaxBuHaBUp

1000 kaxmsie 129|100 kaxmsie 12 |Caxeunasup® |1 B 15 pa3 |1 B 5 pa3

q

Putonasup

400 kaxnapie 12 9 400 xaxasie 12|Caxsunasup® |1 B 17 pas |n/o

q

<> <>

PuronaBup

PuToHaBUp MOBBIIIAET YPOBEHb CAKBUHABUPA B CHIBOPOTKE KPOBU BCIIEICTBHE
unrn6uposanuss CYP3A4. CakBUHAaBUpP HEOOXOIMMO HCIIOIB30BaTh TOJIBKO B
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 17.02.2025 N= 3744
B3aumojeiicTBHS JIeKapCTBEHHBIX NpenapatoB: pnfd@fﬁknqﬁhlgﬁ%@;mr'hﬂ-o_'tgarh';i !
Ipumensiemslii | Jlo3a Ho3a OuennBaemsrii | AUC Cyun
O/THOBPEMEHHO | 0OTHOBPEMEHHO PUTOHABHpPAa  |JIEKAPCTBEHHBI
JIEKAPCTBEHHBI | IPUMEHSIEMOT0 (Mr) il mpenapar
il mpenapar JIEKAPCTBEHHOT 0
npenapara (Mr)

KOMOWHAIMK ¢ puToHaBHpOM. [Ipu mpumeHnennn putonaBupa B go3e 100 mr 2
pa3a B CyTKH OJIHOBPEMEHHO ¢ cakBUHaBHpoM B 103e¢ 1000 Mr 2 pasa B CyTKu
YPOBEHb CUCTEMHOTI'O BO3€HCTBUSI CAKBUHABUPA Ha NMPOTSKEHUU 24 U CXOJIEH C
COOTBETCTBYIOIIIUM YPOBHEM IIpU IPUMEHEHUU cakBuHaBupa 1o 1200 mr 3 pasa
B CYyTKH 0€3 pUTOHABHpA WJIM IPEBBIIIAET €T0.

B ximHMYecKkoM uccienoBaHuK B3auMoaecTBus pudammnuiunaa (600 mr 1 pas
B cyTkHn) u cakBuHaBupa (1000 mr) ¢ putonaBupom (100 Mr 2 pasza B CyTKH) Y
3JI0POBBIX TOOPOBOJIBIIEB HAOMIOJANNUCH CIyYau TSKEIOM TernaTone/UTIoSIPHOMN
TOKCUYHOCTH C TIOBBIIIEHWEM YPOBHS TpaHcamuHa3 Oojee uyem B 20 pa3
OTHOCHUTEJIbHO BEPXHEW IpaHMIbl HOPMBI CIYCTsI 15 1HEH COmyTCTBYIOLIETO
npuMeHeHus. Takum oOpa3oM, KOMOMHALIMIO CAaKBHHABHpPAa M PUTOHABHpA HE
CJIETyeT HCII0JIb30BaTh OJHOBPEMEHHO C PU(PAMIULUHOM B CBSI3U C PUCKOM
TSKEJION renaTOTOKCUYHOCTH.

JononHurtenpHble CBEACHUS O CaKBUHABHpPE CM. B COOTBETCTBYIOLIECH
MHCTPYKLUHU IO TPUMEHEHUIO.
TunpanaBup 500 kaxapie 12 4 200 xaxnapie 12| TunpanaBup |1 B 11 pa3 |t B29 pa3
q
PuTtonaBup | Ha 40 % |H/0

PrutonaBup NoBBIIAET ypPOBEHb TUIIPAHABUPA B CHIBOPOTKE KPOBU BCIIEJICTBUE
CYP3A.
OIHOBPECMCHHO C HHU3KMMHU J03aMH PUTOHABHUpPaA C LCIbIO TapaHTUPOBAHHOI'O
JOCTHXKEHUST TepaneBTuueckoro 3ddexra. Ilpu 3ToM puTOHaBUpP HE cleayeT
UCIOJIb30BaTh B 103ax MeHee 200 Mr 2 pa3za B CyTKH, OCKOJIBKY 3TO MOXET

MHTMOMPOBAHUS TunpanaBup  HEOOXOAMMO  HCIIOJIb30BATH

IOBJIMATHL Ha B(b(l)eKTI/IBHOCTL KOM6I/IH8.I_II/II/I. I[OHOJIHI/ITGJ'ILHLIC CBCACHUA O
TUIIpaHaBHUpEC CM. B COOTBGTCTBYIOH_(eﬁ HWHCTPYKIUU 10 MPUMECHCHUTO.

H/0: HE OIIPEEIICHO.

1. Ha ocHoBaHuU CpaBHEHHs ¢ MOHOTEpamuel arazaHaBupoM B 103e 400 mr
| pa3 B CyTKM IO JaHHBIM Pa3HBIX UCCIIETOBAHMM.

2. Ha ocHoBaHuu cpaBHEHHUs ¢ MOHOTeparuei amnpeHaBupom B 1o3e 1200
MT 2 pa3a B CyTKH I10 JaHHBIM Pa3HBIX UCCIIETOBAHUN.

3. Ha ocHoBaHuu cpaBHEHUs ¢ MOHOTEpAINMEed HHINHABUPOM B 103e 800 mr
3 pa3a B CyTKH, IO JaHHBIM Pa3HBIX MCCIEAOBAHUN.

4.  Ha ocHOBaHMM CpaBHEHHUs C MOHOTEpanuel cakBUHaBUPOM B 103¢ 600 Mr

3 pas3a B CYyTKHU IO JaHHBIM pa3HbIX HCCJIEIOBaHUM.

19



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 17.02.2025 N= 3744

B3anMozeiicTBHSI JIeKAPCTBEHHBIX MPeNdpaToB: PUTOHABHD H AHTHPETpOBUDYCHEIE

npemnapartbl, OTJIMYHLIC OT I/IHFHﬁI/ITOPOB nmporea3bl

OnHOBpEMEHHO
MPUMEHSIEMBbI
JIEKapCTBEHHBIN
npemnapar

Ho3za OuenuBaembiii  [AUC Coun

pUTOHaBUpA

(mr)

Hoza
OJTHOBPEMEHHO
MPUMEHSIEMOTO
JICKaApCTBEHHOTO
npenapara (Mr)

JIEKapCTBEHHBIMN
npemnapar

Jnnano3un

200 xaxnapie 1294 (600 kaxnapie 12|/{unaHo3uH lHa 13 % |

4/ yepe3 24

[TockonbKy pUTOHABUP HEOOXOAMMO IPUHUMATH BO BPEMsI €/1bl, a TUJaHO3HH
— HATOIIAK, 3TU MpenapaThl HEOOXOAUMO TPUHUMAThH C UHTEPBAJIOM B 2,5 4.
Koppektupoka 103 He TpeOyercsi.

JenaBupiua

400 xaxnarle & u 600 kaxxapie 12 1 I[eﬂaBsz[HHl > PEN

1Ha50% |t HATS
%

Puronasup

CpaBHeHHE ¢ paHee MOJYYCHHBIMH JaHHBIMU MOKAa3allo, YTO PUTOHABHUP HE
BIIUSIET Ha (papMaKOKMHETUKY JAenaBupauHa. [lpu npuMeHeHun puToHaBypa B
KOMOWHAIIMK C JICTABUPJIUHOM MOXET TOTPeOOBATHCS CHUKCHHE JIO3bI
pUTOHABHUpA.

Ddapupens

600 xaxasie 24 u 500 kaxnpie 12 4|DdaBupens THa2l %

PuTtonaBup 1 Ha 17%

[Ipn npumMeneHuu 3¢aBUpEeH3a OJHOBPEMEHHO C PUTOHABUPOM B KauyeCTBE
aHTUPETPOBUPYCHOTO TpernapaTa HalIroganack Oojiee BBICOKAas YacToTa
HEXENaTeNbHBIX peakiuil (HampuMmep, TOJIOBOKPYKEHHs, TOIIHOTHI H
MapecTe3nur) W OTKJIOHEHHM JTa0OpaTOPHBIX TIOKa3aTejaeil OT HOPMBI

(TIOBBIIIEHNE YPOBHS MIEUEHOUYHBIX (PEPMEHTOB).

Mapasupok

1T Ha 161 1 Ha 28
% %

100 xaxnpie 129|100 kaxxasie 12 uMapaBupox

PuToHaBup MOBBIIAET YPOBEHb MapaBUpPOKa B CBIBOPOTKE KPOBU BCJIEJICTBHE
unru6uposanus CYP3A. MapaBupok MOXKHO HCII0JIb30BaTh OJHOBPEMEHHO C
PUTOHABUPOM C LIEJbIO MOBBILIEHHUS YPOBHS 3KCNO3UIUH. [|OMOTHUTEIbHbIE
CBEIEHUS O MapaBHpPOKE CM. B COOTBETCTBYIOUIEH WHCTPYKIUH TI0

MIPUMEHEHHUIO.

Heupanun

200 kaxapie 129|600 xkaxasie 12 y|HeBupanuu > -

Puronasup > >

[IppumMeHeHne  puTOHaBMpa  OJHOBPEMEHHO C  HEBHPAIlMHOM  HE

COTIPOBOXAAETCA KIMHMYECKH 3HAYUMBIM H3MEHEHUEM (papMaKOKHHETUKU
IIpEnapaToB.

Panrerpasup

400 ogHOKpATHO 100 xaxnasie 12|PanterpaBup lHa16% [l Hal %

9

[IpumeHeHne puTOHAaBUpPa OJHOBPEMEHHO C paITETPaBUPOM BEAET K

HE3HAYUTEIbHOMY CHUKEHHUIO YPOBHSI paJTErpaBHpa.

3U10BYIMH

200 xkaxpie 8 4 lHa 25 % ([H/0

300 kaxabie 6 4 |3UA0BYIMH
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 17.02.2025 N2 3744
2T

B3anMozeiicTBHSI JIeKAPCTBEHHBIX MPeNdpaToB: PUTOHABHD H AHTHPETpOBUDYCHEIE

npemnapartbl, OTJIMYHLIC OT I/IHFHﬁI/ITOPOB nmporea3bl

OnnoBpemenno  ([lo3a Ho3za OuenuBaembiii  [AUC Coun
MIPUMEHSIEMBIT OJIHOBPEMEHHO pUTOHABHpa JICKapPCTBEHHBIN
JICKAPCTBCHHBIH  [IPUMEHSIEMOTO (mr) nperapar
npermnapar JICKapCTBECHHOT'O
npenapara (Mr)

PutonaBup MOXET HWHTHOMPOBATH TIIOKYPOHU3ALMIO 3HUIOBYAHMHA, YTO
CONPOBOXKAACTCSI HE3HAYUTEIbHBIM  CHMJKCHHEM YPOBHS  IIOCIIEIHETO.
KoppekTrupoka /103 HE TpeOyeTcs.

H/0: HE OTIPEICTICHO

1. Ha ocHOBaHUM CpaBHEHUS B MapaUIeIbHBIX TPYIINaXx.

Buausinue pUTOHAaBMPA HA OAHOBPEMEHHO IPUMECHACMbIC HCAHTUPETPOBUPYCHLIC
JIEKAPCTBCHHLIC IPeEIapaThbl

OnHOBpEMEHHO Jo3a Jlo3a putonaBupa | Bnusiaue Ha Bmustaue Ha Cmax
MIPUMEHSICMbIC OJIHOBPEMEHHO | (MT) AUC OJIHOBPEMEHHO
JICKapCTBCHHBIC MIPUMEHSIEMBIX OJTHOBPEMEHHO | IPUMCHSIEMBIX
npernapaTsl JICKapCTBEHHBIX NPUMEHSIEMBIX | JIEKAPCTBEHHBIX
mpenaparoB (Mr) JICKApCTBEHHBIX |penapaToB
pernapaToB

AHTaroumucTsl ajibda 1 -aapeHopenenTopon

Andyzozun OnHOBpEeMEHHBIM MPUEM PUTOHABHUPA MOKET MPUBECTH K IOBBIIICHUIO
KOHIIEHTpaluu andy3o3uHa B IJ1a3M€ KPOBH, B CBA3M C YE€M OH
npoTuBoONoOKa3aH (cM. pasaen 4.3).

IIpousBoaneie amperamuna

AmberamuH [TpumeHeHne OTHOBPEMEHHO C PUTOHABUPOM, MCIIOJIb3YEMBIM B KaUeCTBE
AQHTUPETPOBUPYCHOTO TMperapara, MOXET BECTH K WHTHOMPOBAHHUIO
CYP2D6 wu, kak ciencTBHe, K TOBBIIICHHIO KOHIIGHTPALMM B KPOBHU
amQeTaMuHa ¥ €ro Npou3BoAHbIX. [Ipy NpUMEHEHNH 3THX JIEKapCTBEHHBIX
IpernapaToB  OJHOBPEMEHHO €  PUTOHAaBUPOM B KauecTBe
aHTUPETPOBUPYCHOTO IpenapaTa peKOMEH/10BaH YCHJICHHbI MOHUTOPUHT
TepaneBTUUECKOro 3 heKTa 1 HeXKeTaTeIbHBIX SBICHUH (CM. pasnen 4.4).

O0e300,1MBalOIIMeE IPENapaThl

bynpenopdun 16 xaxapie 24 u | 100 xaxapie 12u |1 HA 57 % 1THA 77 %
Hopb6ynpenoppun T Ha33 % 1 Ha 108%
I'mroxkypoHUIHBIE > >

METa0OIUTHI [ToBpieHne ypoBHS OynpeHopdUHAa M €ro akTUBHOIO MeTabojuTa B

Iia3Me HE COMPOBOXKIAETCS KIMHUYECKH 3HAUYMMBIMH H3MEHEHHUSIMU
(apMakoIMHAMUKHU B TPYIIE MAlMEHTOB, YCTOMUMBBIX K OMHOUIHBIM
aHaipretTukaM. Takum o0pa3oMm, mnpu nOpuMeHeHUM OynpeHopduHa
OJTHOBPEMEHHO C PUTOHABUPOM KOPPEKTHPOBKA UX /103 He TpeOyercs. [1pu
NPUMEHEHUH pPUTOHABHpPa B KOMOMHAIMM C JPYTMM HHTHOUTOPOM
npoTeassl U OynpeHOp(hUHOM, 0COObIe yKa3aHHs MO MOA00PY 03Bl JUIS
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CMEPTHOMY OTYETY

BUiMsiHHe PHTOHABHPA HA OXHOBpPEMEeHNO NPUMEHs eMbIe HeaHTAPET POBUpY CHbie
JeKapcTBeHHbIe MPenapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Hoza
OJTHOBPEMEHHO
TIPUMEHSIEMBIX
JICKapCTBEHHBIX
npenaparoB (Mr)

Jlo3a puronaBupa

(mr)

Bmusaue na
AUC
OJHOBPEMEHHO
MIPUMEHSEMbIX
JIEKapCTBEHHBIX

Baustuue Ha Cmax
OJTHOBPEMEHHO
IPUMEHSIEMBIX
JIEKapCTBEHHBIX
npenapaToB

IIpernapaToB

MAMEHTOB M3 JIAHHOW TPYIIbl CM. B MHCTPYKLMH AJI OJHOBPEMEHHO
npumensemoro UII.

Iletnoun,
MUPOKCHUKAM,
porokcudeH

OHOBpEMEHHBII TIPUEM PHTOHABHpPA MOXET NPUBECTH K IOBBIIICHUIO
KOHIICHTPALMU TETHIUHA, MUPOKCHKaMa W MpornokcudeHa B IUIa3Mme
KPOBH, B CBSI3U C YeM OH MPOTHBOINOKAa3aH (cM. paszen 4.3).

denrTannn

[IpuMeHeHHne pUTOHABUPA B KauecTBe (PapMaKOKUHETHUECKOTO yCUIUTEIS
WM aHTHPETPOBUPYCHOTO Tpenapara BeaeT K uaruouposanuto CYP3A4
W, KaK CIIE/JICTBUE, TOBBIIICHUIO KOHIEHTpaluu (peHTaHWjIa B IUIa3Me
kpoBu. Ilpu npumeHeHun ¢QeHTaHUIa OJHOBPEMEHHO C PUTOHABUPOM
PEKOMEHIOBAaH YCHUJICHHBII MOHHTOPUHI TEPAIeBTUYECKOTO YPdexTa u
HE)XeJaTeNbHbIX SBICHUH (B TOM YHCIIE€ YTHETEHUS JIbIXaHUS).

Meramont

5 ognokparHo 500 kaxnbie 129 || Ha 36 % 1 Ha 38 %

HpI/I NPpUMCHCHUN OAHOBPEMCHHO C PHUTOHABUPOM, HCIIOJIB3YEMBIM B
KaueCTBC aHTUPECTPOBHUPYCHOT'O IIpCliapara HJIN q)apMaKOKI/IHeTI/I‘IeCKOFO
YCUIIATECIIA, HeO6XOI[I/IMO HCIIOJAB30BAaTh IIOBBIIMICHHBIC O3Bl METAaA0HA B
CBiA3U C HH,Z[YKHHCP'I TIFOKYPOHU3alnH. KOppeKTI/IpOBKa J03bI OOJIPKHA
MMPOBOAUTHECA UCXOJA U3 KIIMHUYCCKOI'0 OTBETA HA MECTAJI0H.

Mopdun

[Ipn mpuMeHEeHHH OJHOBPEMEHHO C PUTOHABHPOM, MWCIOJIb3YyEMBIM B
KauecTBE aHTHUPETPOBUPYCHOTO IpernapaTa UM (papMaKOKHMHETUYECKOTO
YCWIIUTENS, YPOBEHb MOpP(GUHA MOXKET CHUXKAThCSl B CBSI3U C MHIYKIUEH
[JIFOKYPOHU3ALUN.

AHTHAHTHHAJbHBIE PeNapaThl

Panonaszun Nz-3a  wmarnOupoBanmss CYP3A  pUTOHaBHpPOM  MpenrnoJiaraeTcs
yBEIMUYEHUE KOHIEHTpaluu paHosnazuHa. COBMECTHBIA MpHUEM C
paHOJIa3MHOM NMPOTUBOMOKA3aH (cM. pasnen 4.3).
AHTHApUTMHYECKHE NpenapaThl
AMUOIapoH, OnHOBpEMEHHBII MPUEM PHUTOHABHpPA MOXKET MPUBECTH K IOBBILICHUIO
oenpuani, KOHIIGHTPALlMd aMHOJapoHa, OenpuIwia, IpOHEIapOHa, HHKAHMHU[A,
JPOHEAPOH, ¢nexkannuaa, npornadeHOHA U XUHUAKWHA B TUIa3Me KPOBHU, B CBSI3U C YEM
SHKAWHU]I, OH MPOTHBONOKA3aH (cM. pa3zen 4.3).
bnexanHu,
nponadeHoH,
XUHHATH
Jurokcun 0,5 omnokparno |300 kaxabie 12 4 |1 Ha 86 % H/0
B/B B Te4. 3 THEN
0,4 omnokparno |200 kaxasie 12 9 |1 Ha 22 % >
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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N2 3744

BUiMsiHHe PHTOHABHPA HA OXHOBpPEMEeHNO NPUMEHs eMbIe HeaHTAPET POBUpY CHbie
JeKapcTBeHHbIe MPenapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Hoza
OJTHOBPEMEHHO
TIPUMEHSIEMBIX
JICKapCTBEHHBIX
npenaparoB (Mr)

Jlo3a puronaBupa

(mr)

Bmusaue na
AUC
OJHOBPEMEHHO
MIPUMEHSEMbIX
JIEKapCTBEHHBIX
IIpEIaparoB

Baustuue Ha Cmax
OJTHOBPEMEHHO
IPUMEHSIEMBIX
JIEKapCTBEHHBIX
npenapaToB

BHYTpb

B Ted. 13 guen

OTO B3aMMOJEHCTBHE MOXET OBITh CBS3aHO C MOAUDUIMPYIOIIUM
BJIIMSIHUEM PUTOHABHPA, UCIIOJIB3yEMOT0 B KaUeCTBE aHTUPETPOBUPYCHOTO
npenapara Wi (papMaKOKHHETHYECKOTO ycwiutens, Ha 3ddirokce
JIUTOKCUHA, orocpenyemblii P-rmmkonporenHoM. CTeneHb MOBBIIICHUS

YpPOBHA JUI'OKCHHA Yy IAOWUCHTOB, IIOJY4YarOIIUX PpPUTOHABHUD,

MOXCT

CHMXKATbCS CO BPEMEHEM 110 MEpe pa3BUTHUSA MHIYLUPYIOIIETO NEHCTBUSA

(cMm. pasnen 4.4).

HpOTI/IBoaCTMaTI/I‘leCKI/Ie npenapartsl

Teodunun’

3 MI/KI Kaxible
84

500 kaxxnpie 12 4

1 Ha 43 %

1l Ha32%

HpI/I MNMPUMCHCHHUU OJHOBPCMCHHO C PUTOHABHUPOM MOKET HOTpe6OBaTLC$I

MOBBILIEHUE J103bI TeopMILTNHA B cBsi3u ¢ nHAyKuueidn CYP1A2.

HpOTI/IBOOHyXOJIeBbIe npemnapartsbl

Adatrnanb

20 mr
OJIHOKPATHO

200 xaxnapre 12
y/3aly

1T HA 48 %

1T Ha 39 %

40 mr
OJIHOKPATHO

200 xaxngsie 12
4/0THOBPEMEHHO

THa 19 %

THa4 %

40 mr
OJIHOKPATHO

200 xaxmasie 12
y/gyepe3 6 4

THall %

THAS %

KoHneHnTpanuss B CHIBOPOTKE KPOBH MOXKET TOBBICHTHCS BCIIEICTBHE
MHTHOUpPYIOIIEro JeMCTBUS pUTOHAaBHpa Ha O€JIOK JIEKapCTBEHHOU
ycToifuMBocTH paka MonouHoit kenessl (BCRP) wu  3Haummoro
uHrubuposanus P-rnukonporenna. Crenenb nosbimeHUss AUC 1 Cmax
3aBUCUT OT peXHMa MpUMEHeHHs puToHaBupa. llpu mnpumeHeHHH
apaTuHMOa OJHOBPEMEHHO C PHUTOHABHPOM HEOOXOJUMO COOIIOAATH
0CO0YI0 OCTOPOXKHOCTH (CM. MHCTPYKIMIO it adatuHuba). TpebOyercs

MOHHUTOPHHI HEXKECIATCIbHBIX peaKHHﬁ, CBsI3aHHBIX C a(l)aTI/IHI/I6OM.

AlOemanukimno

B cBsa3u ¢ marnbupoBannem CYP3A4 puToHaBHpOM KOHIIGHTpPAIUS B
CBIBOPOTKE MOKET BO3PACTATh.

Crnenyer wu3berarb OJHOBPEMEHHOIO MpHUMEHEHHMs abeManukiuba u
puToHaBMpa. B ciyuae, eciM OJHOBPEMEHHOTO NPUMEHEHHS JaHHBIX
npernapatoB Hu30exkaTb HE YyAaeTcs, HeOoOXOAMMa KOPPEKIHUS J03bl
abemanukiInba B COOTBETCTBHMH C €r0 MHCTPYKIHEH MO HPUMEHEHHIO.
Heo0xo1uM MOHUTOPUHT HEXeNlaTeNbHbBIX ABJIEHUHN, KOTOPbIE MOTYT OBIThH
BBI3BAaHbI IPUMEHEHUEM a0eMaluKiInoa.

Leputunu6

[Ipn npuMeHEeHUMH OJHOBPEMEHHO C PUTOHABHPOM MOXKET BO3PACTATH
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COOTBETCTEYET _E_I‘i' CMNEPTHOMY OTYETY

ot 17.02.2025 Nz 3744

Biinsinue pUTOHABHPA HA 0OJAHOBPEMEHHO npnMQ&éﬁLﬁ%ﬁ%ﬁ@i'ﬂgﬁHBQd{ﬁe'

JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Ho3za o3a puronaBupa | Binsinue Ha Bnustaue Ha Cmax
OJTHOBPEMEHHO | (MT) AUC OJITHOBPEMEHHO
TIPUMEHSIEMBIX OJTHOBPEMEHHO | IPUMCHSEMBIX
JICKapCTBEHHBIX NPUMEHSIEMBIX | JIEKAPCTBEHHBIX
penaparoB (Mr) JICKapCTBEHHBIX |TpenapaToB

IIpernapaToB

KOHIICHTpALlUsi B CBIBOPOTKE KpPOBH BCJIEJACTBHE HWHTHOUPYIOLIETO
neiictusi putonaBupa Ha CYP3A u P-rmuxonporens. Ilpu npumenenun
LEpUTUHNOA OJHOBPEMEHHO C PUTOHABHPOM HEOOXOJMMO COOIIOAATH
0c0o0yI0 OCTOPOXKHOCTh. PexoMeHJanuu 1no KOppeKTHUPOBKE 103l CM. B
MHCTPYKIMHU JUIsl iepuTUHHOa. TpeGyercss MOHUTOPUHT HEXelaTelbHbIX
peaKIuii, CBI3aHHBIX C LIEPUTUHUOOM.

Hazatunuo,
HHUJIOTHHHO,
BUHKPHUCTHH,
BUHOJIACTHH

[Ipn npuMeHEeHUMM OJHOBPEMEHHO C PUTOHABUPOM MOXKET BO3PACTATH
KOHIICHTpALKs 3TUX MPENapaToOB B CBIBOPOTKE KPOBU H, KaK CIIEICTBHE,
MOXET MOBBIIIATHCSA YACTOTA PA3BUTHUS HEXKEIATEIBbHBIX PEAKIUH.

No6pyTHIO

HpI/I COBMCCTHOM IIPUMCHCHHHU C PUTOHABUPOM MOXKET HpOPI3OI>iTPI
ITIOBBIIIICHHUC KOHI_[CHTpaI_II/Iﬁ [IpCriapaToB B CIBOPOTKE KPOBH. CoBMecTHOE
IIPUMCHCHUC I/I6I)YTHHI/163 U PHUTOHABHPA MOKCET YCHUIINTb HeﬁCTBHC
I/I6PYTI/IHI/I6a, 4TO MOXKET NPHUBECTU K CCPbLE3HOMY PUCKY PaA3BUTUA
CHUHApOMaA JIM31UCa OITyXOJIH.

Heparunu6b

B cBsa3u ¢ umnarubupoBannem CYP3A4 putoHaBHpOM KOHIIEHTpPAILUS B
CBIBOPOTKE MOKET BO3pacCTaTh.

OnHoBpeMeHHOE IIPUMEHEHHE HepaTuHHUOa u pUTOHABHpA
NPOTHBOMOKA3aHO TIO0 NPUYMHE pPHUCKA pPa3BUTHS CEPbE3HBIX W/WIH
YIPOXKAIOUMX JKU3HU  HEKENATeNbHBIX peakuuid, B TOM YHUCIE
renaToToOKCHYHOCTH (cM. pasnen 4.3).

Benerokinakc

Bcenencteue marnbupytromiero aeicteust puronaBupa Ha CYP3A moxer
MPOU30UTH TIOBBIIICHWE KOHICHTPAIlMM B CBIBOPOTKE KPOBH U, Kak
CIIEZICTBHE, TIOBBIIICHHE PUCKA Pa3BUTHS CHHIpPOMA JIM3HCA OIyXOJM B
Havasie JIeYeHUs ¥ Ha MPOTSHKEHUH (a3bl HapalIUBaHUS O3B (CM. pa3ien
4.3 ¥ MHCTPYKIHMIO MO0 MPUMEHEHHIO Ha BEHETOKJIAKC).

VY nmanueHToB, 3aBepIIMBIINX (pa3y HapalIMBaHUS 036l U IPUHUMAFOIINX
MOCTOSIHHYIO CYTOYHYIO 03y BEHETOKJIaKca, /103y Ipernapara ClemayeT
CHM3UTh MHUHMMYM Ha 75 % mpH OJHOBPEMEHHOM IPHUMEHEHUH C
MouHbIMU HHrHOUTOpamMu CYP3A (cM. MHCTPYKIIMU Ha BEHETOKJIAKC).

DuKopadeHuo,
WBOCHUIECHNO

OpHoBpeMeHHOE NpUMEHeHue »>HKopadeHnba wWiIM HUBOCHIEHHOA U
PUTOHABHpA MOKET YBEJIMYHUTh CHUCTEMHOE BO3JeHCTBUE 3HKOpadeHnda
WIH MBOCUACHNWOA, YTO MOXET TOBBICHTH PUCK Pa3BHTHUS CEPHE3HBIX
HEe)KeJIaTeIbHBIX peaKInii, TAKUX KaK yIrnHeHue natepBaita QT.

Ananmytamuj

[TockonbKy amamyTamul SBJISIETCS YMEPEHHBIM / CHIIBHBIM HHIYKTOPOM
CYP3A4, 3T0 MOXET MPUBECTH K CHUKEHHIO CHCTEMHOTO BO3JIECHCTBUS
putoHaBupa. Kpome Toro, Tmpu  OJHOBPEMEHHOM TMPUMEHEHUU
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JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Biustaue na Bimusaue va Cmax

AUC
OJTHOBPEMEHHO
IPUMEHSIEMbIX
JIeKapCTBEHHBIX

Hoza
OJTHOBPEMEHHO
TIPUMEHSIEMBIX
JICKapCTBEHHBIX
npenaparoB (Mr)

Jlo3a puronaBupa
(mr) OJITHOBPEMEHHO
IPUMEHSIEMBIX
JIEKapCTBEHHBIX

IpernapaToB

IIpernapaToB

anajyramMmyujia ¢ puTOHAaBUPOM KOHICHTpALUH alajlyTaMula B CbIBOPOTKC
MOTYT BO3pacCTaTb, 4YTO MOXCT IOBBICUTbL PHUCK PA3BUTUA CCPBE3HBIX
HEXKENaTeNIbHbIX PEeaKlui,

Takux Kak cyjgoporu. OJIHOBpEMEHHOE

MIPUMEHEHHE analyTaMi/ia U pUTOHABUPA MPOTHBOMOKA3aHO (CM. pa3Jien
4.3).

AHTHKOATYJISHTBI

PuBapokcaban

10 ognokpatHo |600 kaxkasie 129 |1 Ha 153 % THaS55%

Bcenencreue marnompoBanmst CYP3A u P-rimkonporenHa BO3pacTaroT
ypOBEHb puBapokcabaHa B IDa3Me H ero (¢apMakoIuHAMHUYCCKHE
3¢ (}EKTh, YTO COMPOBOXKIACTCS TOBBIIICHHEM pPHCKa KPOBOTCUCHUH.
Takum 00pa3oM, NMPUMEHEHUE PUTOHABHPA Y TMAIMEHTOB, MOIYYaIOIIHNX
puBapokcabaH, He pEKOMEHIOBaHO.

Bopamakcap

[Ipy npuMeHEHUM OJHOBPEMEHHO C PUTOHABUPOM MOXKET BO3pacTaTh
KOHIIGHTpALlMsi B CBIBOPOTKE KpPOBH BCJIEJACTBHE HWHTHOHUPYIOILIETO
neiicteus putoHaBupa Ha CYP3A. OnHOBpeMEHHEBIH ITpreM Bopamnakcapa
U pUTOHAaBHpa HE peKoMeHuyercs (cMm. pasgen 4.4 ¥ HMHCTPYKLHIO IO

MIPUMEHEHUIO BOpariakcapa).

Bapdapun

5 OZTHOKpPATHO 400 xaxnaple 12

S-aHaHTHOMED
BapdaprHa

THa9 % lHa9 %

R->nanTHOMED
BapdaprHa

1l Ha33 % >

Benencreue waaynupytomero neictBusi putonaBupa Ha CYP1A2 u
CYP2C9 camxaercs ypoBeHb R-sHaHTHOMEpA BapdaprHa B TUIa3Me, Tor1a
KaKk BIUSHUE pUTOHaBUpa Ha (apMAKOKMHETHKY S-dHAHTHOMEpa
BapbapuHa He3HauuTeNbHO. CHUXXEHHE  YpPOBHS
BapbaprHa B IUIa3M€ COMPOBOXKIACTCS CHIDKEHUEM

R->HanTHOMEpa
aAKTUBHOCTH
AHTHKOATyJITHTHOW CHCTEMBI, B CBS3H C YeM MpU MPUMEHEHUU BapdapuHa

OOAHOBPEMCHHO C PUTOHABUPOM, HCIIOJIB3YEMBIM B Ka4dy€CTBC

AHTUPETPOBUPYCHOTO npenapara  WIH (bapMaKOKMHETUYECKOTO

YCUIIUTEIA, pPCKOMCHI0OBAH MOHHUTOPHUHT ToKa3aTeae CBEPTHIBACMOCTH.

IIpoTBOCY10pOXKHBI

e Ipenaparbl

KapOawmazenun

PuToHaBup, HCHOJB3yeMBIH B  KauyecTBe
YCUJIMTES WM aHTUPETPOBHpYCHOTO npenapata, uuruoupyer CYP3A4 u,

(bapMaKOKUHETHYECKOTO

KakK CJICACTBUC, MOBBIIACT KOHLICHTPAIHUIO Kap6aMa3enHHa B IIlIa3M€

kpoBu. IIpu npumenennn kapbamazenHa OJJHOBPEMEHHO ¢ PUTOHABUPOM
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JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO Ho3za o3a puronaBupa | Binsinue Ha Bnusiaue Ha Crmax
MIpUMEHSEMbIC OJTHOBPEMEHHO | (MT) AUC OJITHOBPEMEHHO
JIEKapCTBEHHbIE MIPUMEHSIEMBIX OJIHOBPEMEHHO | IPUMEHSIEMbIX
npenaparsl JIEKapCTBEHHBIX NPUMEHSEMbIX  |JEKapCTBEHHBIX
IpenapaToB (Mr) JIEKapCTBEHHBIX |IMIpernapaToB
pernapaToB
PEKOMEH/IOBaH TIIATEIbHBI MOHUTOPUHT TEpareBTHUECKOTO 3 deKra u
HEXKEIIATEIbHBIX SBICHUM.
JuBanmpoexkc, PuronaBup, wucnonb3lyeMblii B  KadecTBe  (HhapMaKOKMHETHYECKOIO
JaMOTPHJIXKUH, YCHIIUTEJISI MJIM aHTUPETPOBUPYCHOTO IIpernapaTa, MHIyLHUPYeT OKUCICHHE,
(dheHuTonH onocpeayemoe CYP2C9, u rimoKypoHHU3alUIoO U, KaK CJIEICTBHE, CHI)KAET
KOHIEHTPALIMIO MMPOTUBOCYIOPOKHBIX MPEnapaToB B IiazmMe KpoBu. [Ipu
MPUMEHCHUHA JTUX JICKAPCTBEHHBIX IPEMapaTOB OJHOBPEMEHHO C
PUTOHABHPOM PEKOMEHIOBAaH YCUJICHHBIH MOHUTOPHUHI HMX YpPOBHS B
CBIBOPOTKE KpPOBUM M TEpalleBTHUECKUX JAeucTBHi. IIpm npumenenuun
(eHUTOMHA OJHOBPEMEHHO C pPHUTOHABUPOM CHIDKACTCS YPOBEHBb
MTOCIICTHETO B CHIBOPOTKE KPOBH.
AHTHIENIPECCAHTHI
AMUTPUNTUIIUH, PuronaBup, ucmnonbp3yeMblili B Ka4eCTBE aHTUPETPOBUPYCHOTO IpernapaTta,
bayokceTuH, narubupyer CYP2D6 wu, kak cClencTBUE, MOBBIIIACT KOHIEHTPAIIUIO
UMUTIPAMUH, MMUTIPAMHAHA,  aMUTPHUIITAINHA,  HOPTPUNTHIMHA,  (IIYOKCETHHA,
HOPTPHIITHIINH, MapoKceTnHa W ceprpanuHa. [Ipy mpuMEHEHWHM 3TUX JICKapCTBEHHBIX
MapOKCETHH, MpermapaToB  OJHOBPEMEHHO C  PUTOHABHPOM B KadecTBe
CepTpauH AHTHPETPOBHPYCHOTO Tpernapara PeKOMEHI0OBaH YCUJICHHBIIT MOHUTOPHUHT
TepaneBTUUECKOro Y dheKTa 1 HeKeTaTeIbHBIX BICHUH (cM. pazaen 4.4).
He3unpamun 100 ognokpatHo | 500 kaxnbie 129 |1 Ha 145 % THa22 %
BHYTpb
Bemmamast AUC 1 Crax 2-TUApoKcMeTabouTa CHIKAITUCh Ha 15 1 67 %
COOTBETCTBeHHO. [IpyM TpHMEHEHWHM OIHOBPEMEHHO C PUTOHABHUPOM B
KauecTBE aHTHUPETPOBUPYCHOTO TperapaTa peKOMEHyeTCsl CITOJIb30BaTh
CHWD)KCHHBIC JTO3bI JIC3UNIPAMIHA.
Tpazonon 50 onnokpatHo |200 kaxneie 129 |1 B 2,4 pa3a 1T Ha 34 %

HpI/I NPpUMCHCHUHU OAHOBPEMCHHO C PHUTOHABUPOM, HCIIOJIB3YCMLBIM B
KauCeCTBC aHTUPCTPOBHUPYCHOTO IpfCriapara HJIN (I)apMaKOKI/IHeTI/I‘-IeCKOFO

YCUITUTEIIA, Ha6J'IIOJIaJ'IOCB TIOBBIIIICHUEC HaCTOThI Pa3sBUTHA

HEXEJIATeNIbHBIX ~ PEaKIMii, CBA3aHHBIX C TPHEMOM Tpa30JI0Ha.
Hcnonb3oBath KOMOWHAIUIO Tpa3ofOHA M PHUTOHABUpa CIEIYET C
OCTOPOKHOCTBHIO: HAUMHATH JICUEHNE TPA30JOHOM HYKHO C MUHUMATHHOU

A03bI U TPOBOAUTH MOHUTOPUHT KIIMHUYCCKOT'O OTBETA U IICPCHOCUMOCTH.

IIporuBononarpuyeckue npenapartsl

Konxumua

HpI/I MNPpUMCHCHUNU OJHOBPCMCHHO C PUTOHABUPOM KOHICHTpPALNA
KOJXHUIIMHA MOXXET IOBBIIIATHCA.

[Ipu nprMeHEeHNH KOJIXUIIMHA OJJHOBPEMEHHO C PUTOHABUPOM (MHTHOUTOD
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JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Ho3za o3a puronaBupa | Binsinue Ha Bnustaue Ha Cmax

OJTHOBPEMEHHO | (MT) AUC OJITHOBPEMEHHO

TIPUMEHSIEMBIX OJTHOBPEMEHHO | IPUMCHSEMBIX

JICKapCTBEHHBIX NPUMEHSIEMBIX | JIEKAPCTBEHHBIX

penaparoB (Mr) JICKapCTBEHHBIX |TpenapaToB
pernapaToB

CYP3A4 u P-rnukomnpoTenHa) y MamUeHTOB ¢ HapyIIEHUSAMU (YHKIUU

nmoyek u (WIM) TEYeHH CcooOmamoch 00 YrpOXKalOMIMX —KU3HH
JIEKapCTBEHHBIX B3aMMOACUCTBUSAX, MPUBEIIINX K CMEPTEILHOMY HCXOTY
(cm. pazmenst 4.3 u 4.4). JlomoaHuTEnbHYH0 HWHGOPMAIUIO CM. B

HHCTPYKIHHU I10 IPUMEHECHUIO KOJIXUIIUHA.

AHTHTHCTAMMHHBIE PeNnapaThl

ActeMusou,
TeppeHa uH

OI[HOBpeMCHHBIﬁ [IpUEM PUTOHABHUpPA MOXKCET MPHUBCCTH K IMOBBIIICHHIO
KOHOCHTpAalMKU aCTEMHU30J1a 1 Tep(l)eHaI[I/IHa B IIa3M€ KPOBH, B CBA3U C YEM
OH MPOTHBOMOKAa3aH (cM. pa3zaen 4.3).

dekcodenaaun

PuTtoHaBup, UCTONBb3yeMbIli B Ka4eCTBE aHTUPETPOBUPYCHOTO Tpenapara
YCHIIUTES, s durokc

P-rimkonporenHom,
KOHIIEHTpanuu  (ekcodeHaauHa.

Wi (papMaKOKHMHETHYECKOTO
(dhekcodenaauna,
COITPOBOXKIAETCS

[oBbIIeHHBIN ypOBEeHb (PeKcodeHanHa MOKET CHUKATHCS CO BpEeMEHEM

BJIMACT HaA

OI10Cp e,[[yeMHfI qTo

ITIOBBIIIICHHUECM

110 MEPE Pa3BUTHUS MHIYLIMPYIOLIErO IECHCTBHUS.

Jloparaguu

Purtonasup, B KadecTBe (DapMaKOKHHETHYECKOTO

YCHITUTENS] WA aHTHPETPOBUPYCHOTO TpenapaTa, naruoupyer CYP3A u,

HCIIOJIb3YEMBIN

KakK CJICACTBUC, MMOBLIIIACT KOHLCHTPAIIUIO JIOpAaTaluHa B IJIa3ME KPOBHU.
HpI/I NPpUMCHCHUN  JiOpaTaguHa OJHOBPEMCHHO C PUTOHABHUPOM
PECKOMCHIOBAH TIIATEIbHBIN MOHUTOPHUHT TEPANICBTUYCCKOI'O 3(1)(1)6KT3. )51

HEXXellaTelIbHbIX SBICHHI.

AHTHOAKTEpHATbHBI

e nIpenaparsbl

@Dy3ua0Bas KUCIOTA

OmHOBpEMEHHBII TIPUEM PHUTOHABHPA MOXKET MPUBECTH K IOBBIIICHUIO
KOHIICHTpauu (y3UJ0BOH KUCIOTHI M PHUTOHABHpA B IJIa3Me KPOBH, B
CBSI3M C Y€M OH MPOTHBOMOKAa3aH (cM. paszen 4.3).

Pucabyrun’ 150 /cyT. 500 kaxxapie 124 |1 B 4 paza 1B 2,5 paza

25-0- 1 B 38 pa3 1 B 16 pa3
AC3ALCTHIIOBbIH B cBm3u co 3HaumtenpHBIM yBenmueHunem AUC pudalbyrtuHa ero
MeTabomuT MPUMEHEHHE OJHOBPEMEHHO C PHUTOHABHPOM KaK aHTHPETPOBHPYCHBIM
pudadytuHa

mpernapaToM NpoTuBonoka3ano (cm. 4.3). [Ipu npuMeHEHHH OTICTBHBIX
WCIIONb3YEMBIM B KadecTBE
MOKa3aHO  CHIKEHHE  JIO3bI

HIl OoOHOBpEMEHHO C PUTOHABUPOM,
(apMaKOKUHETUYECKOTO
pudadyruna g0 150 mr 3 pasa B Henento. OTeNbHbIE PEKOMEHAINN CM.
B MHCTPYKLMH [0 MPUMEHEHHIO Ha COOTBETCTBYIOIIMN HHTHOUTOP

YCUIIUTECIIA,

nporea3bl. HeoOxoamMo mnpuHUMATh BO BHUMaHHE OQUIIMATBHBIE

peKoMeHJaluuu 1o JedeHuto TyOepkyneza y BUYU-unduumpoBaHHBIX

MaIeHTOoB.
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BUiMsiHHe PHTOHABHPA HA OXHOBpPEMEeHNO NPUMEHs eMbIe HeaHTAPET POBUpY CHbie
JeKapcTBeHHbIe MPenapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Hoza
OJITHOBPEMEHHO
MIPUMEHSIEMBIX

Jlo3a puronaBupa

(mr)

Biaugaue Ha
AUC
OJHOBPEMEHHO

Bimusaue va Cmax
OJTHOBPEMEHHO
IPUMEHSIEMBIX

IIPUMCEHACMBIX JICKApPCTBCHHBIX
JICKAPCTBCHHELIX |IIPECIapaToB

JICKapCTBEHHBIX
npenaparoB (Mr)

IIpernapaToB

Pudammunmn

HecmoTpst Ha TO, 4TO praMIULIKMH HHAYIHPYET METa0O0IN3M PUTOHABHPA,
OTpaHMYEHHBbIE JaHHbIE YKa3blBalOT Ha TO, YTO IpPU IPUMEHEHUU
pudamMnuIHa 0THOBPEMEHHO C BRICOKMMHU J103aMH puToHaBupa (600 mr 2
pa3a B CyTKH) JAONOJIHUTENILHOE HHAYLHUPYIOILee AeHCTBIE pUpaMIULITHA
(1OTIOJIHUTENIBHOE 1O  OTHOUIEHHWIO K  JEHCTBMIO  PUTOHABHpA)
HE3HAUUTEJIIbHO U HE OKa3blBaeT KIMHUYECKH 3HAYMMOIO BIIMSHUS Ha
KOHIIGHTPALMIO pUTOHABUpa B paMKaX BBICOKOJO3HOH  Tepanmuu

puTOHaBHpOM. BimsiHue puTOHAaBUpPA HA PUPAMITUIIMH HE YCTAHOBJICHO.

Bopukonason

200 xaxnpie 12 [400 xaxapie 12 9 || HA 82 % | HA 66 %

q

200 xaxnaeie 12 | 100 xkaxnapie 12 9 || Ha 39 % |l Ha 24 %

9

[IpumMeHeHre pUTOHABUpPA B KAa4eCTBE aHTHPETPOBHPYCHOTO Ipenapara
OJTHOBPEMEHHO C BOPHUKOHA30JIOM NPOTHBONMOKA3AHO TI0 TIPUINHE
CHIDKCHHSI KOHIICHTpAIMK BOpHKOHAa3oJa (cM. pasnen 4.3). [Ipumenenue
BOPHKOHA30J1a OJTHOBPEMEHHO C PUTOHABHPOM, HCIIOJIb3yEMBIM B KAUECTBE
(hapMaKOKUHETHYECKOTO YCHITUTEIIS, HE PEKOMEHIOBAHO, 32 HCKITFOUCHUEM
CllydaeB, KOT/Ia TpeJrojaraeMas IMojib3a TaKoTo JICUCHHsS MPEBOCXOINUT
MOTEHIIUATBHBIA PUCK TS TAIlHEeHTA.

AToBaxoH

PI/ITOHaBI/Ip, (bapMaKOKI/IHeTI/I‘IeCKOl"O
YCUIIUTEIIA niIn HHAYIOUPYCT
TJIIIOKYPOHHM3alHIO U, KaK CICACTBUC, CHUKACT KOHICHTPAIIUIO aTOBAXOHA

UCTOJb3YyeMBbIH B  KadyecTBe
aHTUPETPOBUPYCHOTO  Ipernapara,
B IJasMe KpoBu. lIpm mnpUMEHEHHMHM aTOBaxOHAa OJHOBPEMEHHO C
PUTOHAaBHPOM DPEKOMEHIIOBAH YCWJICHHBII MOHUTOPHHI KOHIICHTPAIUU
MIEPBOTO B CHIBOPOTKE KPOBU U €T0 TepaneBTHUECKOro 3¢ dekra.

benaxsunun

HccnenoBanust B3aUMOJIEWCTBUS C OJHMM TOJBKO PUTOHABUPOM HE
MPOBOJMIINCE. B HccienoBaHnu B3auMOJCHCTBUS OJHOKPATHOM J103bI
OeakBWIMHA W MHOTOKPAaTHBIX 03 JIONMHAaBHpa B KOMOMHAIMM C
putoHaBupoM Habmoaanock yeenndenne AUC Genaksununa Ha 22 %. 910
MOYKHO OOBSICHUTH NIEHCTBHEM pPUTOHABUPA, W TPU TPOJOJKHTEIHHOM
COIYTCTBYIOILIEM MPUMEHEHHM MpenaparoB MOKeT HalmroaaTrbes Oolee
BbIpaXeHHBINH A ¢dekT. OTHOBPEMEHHOTO MPUMEHEHUS ATHX TpenapaToB
cllelyeT u30eraTh B CBSI3M C PHCKOM pPa3BUTHS HEXKETATEIbHBIX SIBICHUH,
CBSI3aHHBIX C NpUEMOM OelakBWIMHA. TeM He MeHee, €CclIH OXKuiaemas
Mojib3a TMPHUMEHEHHs OeJakBWIMHA OJHOBPEMEHHO C PHUTOHABHPOM
MIPEBOCXOJIUT PUCK, TO OHO JIOMYCKAETCs MPH COOIIOACHUU OCOOBIX Mep
PeIoCTOPOXKHOCTH. K 3THM MepaM MpeaocTOPOKHOCTH OTHOCSATCS OoJiee

28



COOTBETCTBYET 3K

= ey
i A -
L

oT |

EPTHOMY OTYETY

Nz 3744

BUiMsiHHe PHTOHABHPA HA OXHOBpPEMEeHNO NPUMEHs eMbIe HeaHTAPET POBUpY CHbie
JeKapcTBeHHbIe MPenapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Hoza
OJTHOBPEMEHHO
TIPUMEHSIEMBIX
JICKapCTBEHHBIX
npenaparoB (Mr)

Jlo3a puronaBupa

(mr)

Bmusaue na
AUC
OJHOBPEMEHHO
MIPUMEHSEMbIX
JIEKapCTBEHHBIX

Baustuue Ha Cmax
OJTHOBPEMEHHO
IPUMEHSIEMBIX
JIEKapCTBEHHBIX
npenapaToB

IIpernapaToB

4acTblii MOHUTOPUHI  3JEKTPOKAPAUOIPAMM W  KOHTPOJIb  YPOBHSA
TpaHcamMuHa3 (cM. pasgen 4.4 W HMHCTPYKUMM 110 HIPUMEHEHHUIO

OelaKBUIIMHA).

Knapurpomuimu

500 kaxknopie 12 |200 kaxxawie 8 4

9

THaA 77 % 1T Ha 31 %

14-
TUAPOKCUMETA0O0NIUT
KJIApUTPOMHIINHA

1 Ha 100 % 1 Ha 99 %

B cBsI31 ¢ MIMPOKUM TepaneBTHUECKUM IUANa30HOM KJIapUTPOMUIIMHA TIPU
€ro MPUMEHEHHUH y TAIUCHTOB C HOPMaJIbHOU (PYHKIHEH MOYEK CHIKATh
no3y He TpebOyercs. [Ipu mpumMeHeHUH OJHOBPEMEHHO C PUTOHABUPOM,
WCIIONB3yEMBIM B KaueCTBE AaHTUPETPOBUPYCHOrO TMperapara WiIu
(hapMaKOKUHETHYECKOTO YCUITUTEIIS, KJIApUTPOMHUITIH ciemyer
WCIIONIb30BaTh B J03ax He Bbime 1 r/cyr. Kmapurpomuuuz cremyet
WCIIONIb30BaTh B CHIDKEHHBIX [03aX Y TMAalKMEHTOB C HapyUICHUSIMHU
(GYHKIIMU TOYEK; MalMeHTaM ¢ KIupeHcoM KpeaTuHuHa 30—60 mu/muH
no3y cieayer cHu3uTh Ha 50 %, ¢ knMpeHcoM KpeaTuHHHa MeHee 30

mi/MuH — Ha 75 %.

Jemamanu

HccnenoBanuss B3aMMOJEUCTBHS C OJHHMM TOJIBKO DPUTOHABUPOM HE

MPOBOMMIIMCE. B HWcclenoBaHUM  JIEKaPCTBEHHOTO  B3aMMOJICHCTBHS
nenamanuzga B 1o3e 100 mr 2 paza B CyTKU M KOMOMHAIMK JIONUHABUPA U
putoHaBupa B 03¢ 400/100 Mr 2 pa3za B CyTKH JJIUTENbHOCTBIO 14 HEH y
3JI0POBBIX JJOOPOBOJIBIIEB OTMEYAIOCH IMOBBIIIEHUE YPOBHS CHCTEMHOTO
Bo3zelcTBUs MeTabonuTa nenamanuna DM-6705 na 30 %. B cBs3u c
MOBBIIIEHHBIM PUCKOM yAIMHEHUs uHTepBana QTC mox neiicrBuem DM-
6705 mpu HEOOXOAMMOCTH NMPUMEHECHHS JellaMaHUaa OJHOBPEMEHHO C
PUTOHABUPOM pPEKOMEHJ0BaHO o4yeHb uvacToe mnoayuyeHue OKI' Ha
MPOTSHKEHUH BCETr0 MNEpUoja JICUEeHUs JenaMaHugoM (cM. pasznen 4.4 u

WHCTPYKITHIO JIJIS ICIaMaHK/1a).

OpUTPOMUIINH,
UTPAKOHA30]

PutonaBup, ucnoib3yeMblii B KadecTBe  (hapMaKOKHHETHYECKOTO
YCUJIMTES WM aHTUPETPOBHpYCHOTO Npenapata, uuruoupyer CYP3A4 u,
KaK NOBBIMIACT  KOHIEHTPALMIO  APUTPOMHIMHA |
UTpaKkoHa3oja B IUIa3Me KpoBH. IIpu mNpHUMEHEHHMH H>PUTPOMULIMHA

CIENCTBHE,

OJIHOBPEMEHHO C PUTOHABUPOM PEKOMEH]IOBaH yCUJIEHHBIH MOHUTOPUHT
TEpaneBTUYECKOro 3P PeKTa 1 HeXKeNaTeIbHbIX SIBICHUH.

Keroxonaszon

200 /cyT. ‘500 Kaxnple 12 9 ‘T B 3,4 paza ‘T Ha 55 %

PuronaBup mHrHOMpyer mMeTabonMuecKue MpeBpalleHus KEeTOKOHA30Ja,
ormocpenyembie CYP3A. B cBsi3u ¢ TOBBIIIEHHONW YacTOTOW pa3BUTHS
HEeXeNaTENbHBIX PEaKIUi CO CTOPOHBI JKETYTOUYHO-KUIIIEYHOTO TPaKTa U
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BUiMsiHHe PHTOHABHPA HA OXHOBpPEMEeHNO NPUMEHs eMbIe HeaHTAPET POBUpY CHbie
JeKapcTBeHHbIe MPenapaThbl

OIHOBpPEMEHHO Ho3za o3a puronaBupa | Binsinue Ha Bnusiaue Ha Crmax
MIpUMEHSEMbIC OJTHOBPEMEHHO | (MT) AUC OJITHOBPEMEHHO
JIEKapCTBEHHbIE MIPUMEHSIEMBIX OJIHOBPEMEHHO | IPUMEHSIEMbIX
npenaparsl JIEKapCTBEHHBIX NPUMEHSEMbIX  |JEKapCTBEHHBIX
IpenapaToB (Mr) JIEKapCTBEHHBIX |IMIpernapaToB
pernapaToB
MEYCHH TP MPUMEHEHUH KETOKOHA30JIa OJJHOBPEMEHHO C PUTOHABHPOM,
WCIIOJIb3YEMBIM B KAaueCTBE AaHTHPETPOBUPYCHOTO Tperapara WiH
(hapMaKOKUHETHYECKOTO YCHUITUTETI, clenyeT paccMoTpeTh
HE00XOIUMOCTb CHUKEHHSI J03bI KETOKOHA30J1a.
Cynbehamerokcason/ |800/160 500 kaxnapie 12 9 || Ha 20 % / -
TPUMETOIIPUM? OJIHOKPAaTHO T Ha 20 %

KoppekTrpoBka 1036l Cynib(haMeToKca3ona/TpuMeTONpruMa BO  BpeMs
COITyTCTBYIOIILIETO JICYCHUSI pPUTOHABUPOM HE TpeOyeTCH.

AHTHIICHXOTHKH/HEHPOJIEeNTHKH

KnozamuHs,
MUMO3H]

OHOBpPEMEHHBIN TIPUEM C PUTOHABMPOM NMPOTHBOMOKA3aH, T.K. MOXKET
IMPHUBCCTHU K MOBLIICHUIO KOHICHTPALWHW KJIO3aIllMHa U TIMMO3K1a B I1JIa3M€
(cMm. pasnen 4.3).

lanonepupou,
PHUCTIEPUJIOH,
TUOPHUJIa3UH

PuronaBup, npuHUMaeMblii B Ka4eCTBE aHTUPETPOBUPYCHOTO IpernapaTta,
unrubupyer CYP2D6 wu, kak ciencTBUE, MOBBIIIACT KOHIEHTPAIUIO
rajJionepuoia, pPUCIEPUIOHA M THOPUIA3MHA B IIa3Me KpoBu. [lpum
MPUMEHEHUH OSTHUX JICKAPCTBEHHBIX IIPEMapaToB OJHOBPEMEHHO C
PUTOHABHPOM B Ka4€CTBE aHTHPETPOBUPYCHOTO IperapaTa peKOMEHIOBaH
TIIATeTBHBI MOHUTOPHHT TepaneBTHIeCKOro d(hdekTa u HexKeIaTeITbHBIX
SIBJICHUM.

Jlypasunon

Beuny wunrubupoBanuss CYP3A  puTOHaBHUpOM  IpearnoJiaraercs
yBEJIUYEHUE CoBMecTHBI TIpueM €
Jypa3uI0HOM NMPOTHBOMOKA3aH (cM. pasznen 4.3).

KOHLOCHTpalu  JIypasuJoHa.

KBeTtnanuu

CYP3A
MpearoaraeTcs yBeJIMUYEeHUE KOHLEHTpalluu KBeTHanuHa. [IpumeHeHue
c

B cBi3u c uHrHOMpyroomuMm JeicTBUEM pHUTOHaBHpa Ha

puTOHaBUpa OJHOBPECMCEHHO KBETHAIITMHOM IMPOTUBOIIOKA3aHO,

MOCKOJIBKY 3TO MOXET IPUBECTH K TOBBIIICHHOMY TOKCHYECKOMY
JICWCTBHIO KBETHANUHA (CcM. pasnen 4.3).

P2-anpeHOMUMeETHKHT

(IMTEBHOTO JeiicTBHS)

Canmerepon

B cBs3u ¢ wuHrubupyrommm aeiictBuem putonaBupa Ha CYP3A4
OKU/IaeTCsI BBIPRKEHHOE TMOBBIIICHUE KOHILEHTPAIMU OJHOBPEMEHHO
MPUMEHSIEMOTO CaJMeTeposia B IUIa3Me KpOBH. B CBsI3W ¢ ITHM
OJTHOBPEMEHHOE TPUMEHEHHE JIaHHBIX MPETapaToB He PEKOMEHIOBAHO.

EJIOKﬂTOpr KaJbIIMEBbIX KAHAJI0OB

AMIIOTUTIHH,
IAITHA3EM,
HUGDETUTTHH

PutonaBup, ucHoib3yeMblii B  KadecTBE  (hapMaKOKHHETHUYECKOTO
YCUJIMTEISI WM aHTUPETPOBUpYCHOTO npenapata, uuruoupyer CYP3A4 u,
KaK CJIeJICTBHE, MOBBIIIAET KOHLEHTPAIMIO AHTarOHUCTOB KaJlbIIMEBBIX

KaHaJIOB B IIIa3MC KpPOBH. HpI/I MNPUMCHCHHUN OTHUX JICKAPCTBCHHLIX
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

or 17.02.2025 Nz 3744

Biinsinue pUTOHABHPA HA 0OJAHOBPEMEHHO npnMQ&éﬁLﬁ%ﬁ%ﬁ@i'ﬂgﬁnB?d{ﬁe'

JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Ho3za o3a puronaBupa | Binsinue Ha Bnustaue Ha Cmax

OJTHOBPEMEHHO | (MT) AUC OJITHOBPEMEHHO

TIPUMEHSIEMBIX OJTHOBPEMEHHO | IPUMCHSEMBIX

JICKapCTBEHHBIX NPUMEHSIEMBIX | JIEKAPCTBEHHBIX

penaparoB (Mr) JICKapCTBEHHBIX |TpenapaToB
pernapaToB

IIpenapaToB OJHOBPEMEHHO ¢ PUTOHABUPOM PEKOMEHIOBAH TILATEIbHBIN
MOHUTOPHUHT TepareBTUYECKOro 3 ekra u HexenaTeaTbHbIX IBICHUM.

AHTaAroHHCTBI SHAOTECJIUHOBBIX PEeHEeNnTOPOB

bo3enran [TpumeHeHre 003eHTaHA OJJHOBPEMEHHO C PUTOHABUPOM COIIPOBOYKIACTCSI
MOBBIIICHHEM MaKCUMaJIbHON KOHIIEHTpanuu 6o3eHTaHa B miazMe (Cmax)
U onag  moa  (apMaKOKHHETHYECKOW KpHUBOW 0OO3eHTaHa B
paBHOBecHOM cocTosinuu (AUC).

Puonuryar [Ipn npuMeHEHUM OJHOBPEMEHHO C PUTOHABUPOM MOXKET BO3PACTATH

KOHIIEHTPAllUsI B CBIBOPOTKE KPOBU BCIICACTBUE HHTHOHPYIOIIETO
neiictBus puroHaBupa Ha CYP3A u P-rmukonporenn. OnHOBpEMEHHBII
MpPUEM PUOIUTYaTa ¢ pUTOHABUPOM He pekoMeHayercs (cM. pasnen 4.4 u

HUHCTPYKIHHU 110 MPUMEHCHUTIO PUOLUT yaTa).

IIpou3BoaHbIE AJIKAJOUI0B CIOPHIHBH

Juruaposproramus,
OPrOHOBUH,
3ProTaMuH,
METUIIPrOHOBUH

OnHOBpEeMEHHBI TIPUEM C PUTOHABHPOM NMPOTHBOMOKA3aH, MOCKOIBKY
MOKET BECTH K ITOBBIIICHUIO KOHIEHTPAIIUU MPOM3BOJIHBIX ATKAIOUIOB
CIIOPBIHBH B Iu1a3Me (cM. pasaen 4.3).

CrumyasTopsl moropuku KKT

Hu3zanpun

OIHOBpPEMEHHBIH MPHEM C PUTOHABHPOM NMPOTHBONMOKA3aH, T.K. MOXET
MIPUBECTU K TOBBIIICHUIO KOHIICHTPAIIMH [I3alpH/a B IIa3Me KPOBH (CM.
paznen 4.3).

AHTaroHMCTHI pelenToOpPoB rOHAI0TPONMH-PUIU3UHT-TOPMOHA (I'HPT)

DJ1aroInKC

OnHOBpeMEHHOE TPUMEHEHHE JJIarojMKca C pPUTOHABUPOM MOXKET
YBEIIMYUTH KOHIICHTPAIIMIO d1aroiukca mytem uaruouposanus CYP3A u
P-rnuxornporenna. M3BecTHbIE cepbe3Hble HEXKENATENbHbIE PEAKIIMU MTPH
MIPUMEHEHHH 3J1ar0JIMKCa — CyMIUabHbIE MBICIH U TMOBBILIEHUE YPOBHEH
MI€YEHOYHBIX Kpowme AJIATOJIUKC  SIBJISIETCS
crnabbiv/ymepeHHbIM uHAYKTOpoM CYP3A, KOTOpBI MOXET yMEHbIIATh

TpaHCaAaMHHA3. TOTO,

CHUCTEeMHOE BO3JeiicTBue puToHaBHpa. Heobxogumo oOpaTHThCS K
MHCTPYKILIHHU MO MEIULUHCKOMY MTPUMEHEHHUIO AJIaroJIMKCca JIIsl MOIyYeHUS
nHGOpMALMU O J103aX JIArOJIMKCa M MMOJIy4eHUs] MHQOPMAIUK O J03aX
AJIarOJIMKCA IPU IPUMEHEHUH ¢ culbHbIMU HHTHOUTOpamu CYP3A4.

IIpornBoBHpYCHBIE NpenapaThbl NPSIMOTO JAeCTBUSA A5 JedyeHns Bupyca renatura C

(BI'C)
['nexanpesup/ B cBsa3u ¢ unrubupoBanuem P-rmuxomporenna, BCRP u OATP1B
MUOpPEHTACBUP PUTOHABHPOM KOHIICHTPAIIUH B CBIBOPOTKE MOTYT YBEIIMIHBATHCSI.

OnHOBpeMeHHOE pUMEHEHUE pUTOHaBUpaA u
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CMEPTHOMY OTYETY

BUiMsiHHe PHTOHABHPA HA OXHOBpPEMEeHNO NPUMEHs eMbIe HeaHTAPET POBUpY CHbie
JeKapcTBeHHbIe MPenapaThbl

OIHOBpPEMEHHO Ho3za o3a puronaBupa | Binsinue Ha Bnusiaue Ha Crmax

MIpUMEHSEMbIC OJTHOBPEMEHHO | (MT) AUC OJITHOBPEMEHHO

JIEKapCTBEHHbIE MIPUMEHSIEMBIX OJIHOBPEMEHHO | IPUMEHSIEMbIX

npenaparsl JIEKapCTBEHHBIX NPUMEHSEMbIX  |JEKapCTBEHHBIX
IpenapaToB (Mr) JIEKapCTBEHHBIX |IMIpernapaToB

IIpernapaToB

TJIeKanpeBUpa/MUOpEHTaCBUpa HE PEKOMEHAYETCS H3-3a IOBBIIICHHOTO
pHCKa  TIOBBINICHUS  ypOBHs  anaHumHamuHOTpaHcdepassl  (AJIT),
BBI3BAHHOI'O POCTOM KOHIIEHTPALIMH TJIEKAaIIPEBHUPA.

Nuruduropsl nporeasnl BI'C

CumenpeBup 200 /cyT. 100 kaxxapie 124 |1 B 7,2 pa3a 1 B 4,7 paza

PuToHaBUp MOBBIIIACT KOHIICHTPAIIMIO CHMEIIPEBUPA B TIA3ME BCIICICTBUE
uarubupoBanuss CYP3A4. OgHoBpeMEeHHOEC PUMEHEHHUE PUTOHABHPA H
CHMETIpEBHpa HE PEKOMEH IOBAHO.

HNuruéuropsl peaykrassl 'MI'-KoA

ATOpBacTaTuH,
dyBacTaTHH,
JIOBAacTaTHH,
IpaBacTaTuH,
pO3yBacTaTuH,
CHUMBACTaTHH

[Ipy mpuMeHEeHUM OJHOBPEMEHHO C PHUTOHABHUPOM, HUCHOIB3YEMBIM B
KauecTBE aHTUPETPOBUPYCHOTO MpernapaTa UM (papMakOKHMHETUYECKOTO
YCHIIUTEISI, 03KUIAETCS BBIPAXKEHHOE MOBBIIICHUE B MJIa3Me KPOBU YPOBHS
uHruOuTOpoB  penykrazsl  ['MI-KoA,
MOCKOJIBKY WX MeTaboJIu3M B

TaKUX KaK JIOBACTaTHH H

CHUMBACTaTHH, BBICOKOW  CTETeHU
ormocpenoBad CYP3A. Ilpu MoBBIIIEHUN KOHIIEHTPAIMU JIOBACTATHHA U
CHMBAacTaTHHAa  BO3PACTaeT  IPEIpacloNOKEHHOCTh  IMAllMEHTOB K
MUOIIATHAM, BKIItO4Yasi pabJJOMHONN3, B CBSI3W C YeM NPHUMEHEHHUE JTHX
JEKapCTBEHHbIX  NpPEnapaToB  OJHOBPEMEHHO C  PUTOHABUPOM
npoTuBomnokazano (cM. pazaen 4.3). MerabonusMm aropBacTaTHHA B
MeHbIlel crenenu onocpenoBan CYP3A. BriBeneHue po3yBacTaTUHa He
3apucut or CYP3A, ogHako mpu €ro MpUMEHEHHHU OJHOBPEMEHHO C
PUTOHABHPOM COOOIIATIOCH 00 YBEITHMYEHHH KCIIO3UIIMH PO3YBaCTaTHHA.
MexaHU3M 3TOTO B3aMMOJICHCTBHSI HE BBISICHEH, OJTHAKO 3TO MOXET OBITh
CIJIEZICTBHEM MHTUOMPOBAHUS MepeHoCcUHKa. [Ipy mpuMeHeHn puTOHABUPA
B KauecTBe (hapMaKOKHHETHUECKOTO YCHIIUTEIS HITH aHTHPETPOBUPYCHOTO
mpernapara OJHOBPEMEHHO C AaTOPBACTATHHOM WM PO3yBAaCTAaTHHOM
nocjeHue Heo0X0AMMO Ha3HauaTh B KaK MOXKHO 0ojiee HU3KHX J03aX.
Metabonu3m npaBactaTiHa U (uryBactatuHa He onocperoBad CYP3A, B
CBSI3U C YeM B3aUMOJEWUCTBHUS C PUTOHABUPOM He mpennonaraercs. [lpu
HEOOXOAMMOCTH  JieyeHHs  HMHruOutopoM  peaykrassl  ['MI-KoA

peKOMeHIyeTC sl BBIOMpaTh paBacTaTUH WK (DIyBacTaTHH.

HNHruduTopbl KMHA3BI

docramatnaNO

OnHOBpeMEeHHOE MpPUMEHEHHEe (OCTaMaTHHUOA W PUTOHABHPA MOXKET
YBEJIIMYUTH CUCTEMHOE Bo3zeiicTBue MeTtabonuTta (ocramarnanba R406,
YTO MOXKET MPUBECTH K HEXKENATEITHHBIM PEAKIUsM, 3aBUCUMBIM OT JIO3HbI,
TaKUM KaK TeMaTOTOKCUYHOCTh M HEUTPOIICHUSI.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 17.02.2025 N= 3744

Biinsinue pUTOHABHPA HA 0OJAHOBPEMEHHO npnMQ&éﬁLﬁ%ﬁ%ﬁ@i'ﬂgﬁHBQd{ﬁe'

JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO Ho3za o3a puronaBupa | Binsinue Ha Bnusiaue Ha Crmax

MIpUMEHSEMbIC OJTHOBPEMEHHO | (MT) AUC OJITHOBPEMEHHO

JIEKapCTBEHHbIE MIPUMEHSIEMBIX OJIHOBPEMEHHO | IPUMEHSIEMbIX

npenaparsl JIEKapCTBEHHBIX NPUMEHSEMbIX  |JEKapCTBEHHBIX
IpenapaToB (Mr) JIEKapCTBEHHBIX |IMIpernapaToB

pernapaToB

T'opMoHa/ibHBIE KOHTPAENTHBBI

OTHUHWIACTPAANOI 50 MKr 500 kaxasle || Ha 40 % lHA32 %
OJIHOKPATHO 124
[Ipyn mpuMeHEeHUU STHUHUIICTPAAMOIA OJHOBPEMEHHO C PUTOHABHPOM,
UCIIONIb3YEMBIM B KauecTBE AaHTHPETPOBUPYCHOTO TMpernapara WiH
(apMaKOKUHETHYECKOTO  YCWJIHTENS, HEOOXOIUMO  HCIOJIB30BaTh
OapbepHBIC WU JIPYTHE HErOPMOHAIbHBICE METOABl KOHTpPAIICTIIIHH.
PuronaBup wu3MmeHsieT MPO(UIL MATOYHOTO KPOBOTCUCHHUS W CHIDIKACT
3 (HEKTHBHOCTh ACTPATUOI-COACPKAMUX KOHTPAICTITUBOB (CM. pasJen
4.4).

HNmMmyHoOAenpeccaHThI

[MuknocnopuH, PuronaBup, wucmnonb3lyeMblii B KadecTBe (HhapMaKOKHHETHYECKOTO

TaKpOJIUMYC, YCHIIUTEJSI WM aHTUPETPOBUPYCHOTO Tipernapara, unruoupyer CYP3A4 u,

3BEPOJINMYC KaK CIIEZICTBHE, MOBBIIIAET KOHIIEHTPAIMIO [IUKJIOCTIOPHHA, TAaKPOJIUMYyCca

Wi SBCpoIMMyCa B IIJIa3MC€  KPOBH. HpI/I INPpUMCHCHHU  9THUX

JICKApCTBCHHBIX npemnaparoB OOIHOBPECMCHHO C PUTOHABUPOM

PEKOMEH/I0BaH TIIATEIbHBI MOHUTOPUHI TepaneBTHUECKOro 3¢ dexra u
HEXKEJATEIIbHBIX SIBJICHUM.

HpenapaTbl, MOHM/KAKINHEC KOHHCHTPAUUuI0 JIMIIHI0B

Jlomuranun

Jlomutanu sBIsS€TCS YyBCTBUTEIBHBIM CyOCTpaToM JUlsl MeTaboIu3Ma C
IIOMOLIBIO CYP3A4. Wuruburopsl CYP3A4  yBenmnuuBaroT
KOHIIGHTPALMIO JIOMHUTanuJa B IUIa3Me, a MOUIHbIE HHTUOUTOPHI
YBEIMUMBAIOT KOHIEHTpAluio npuMepHo B 27 pa3. OnHOBpeMEHHOE
MPUMEHEHHE JIOMUTAIH/IA C PATOHABHPOM MPOTHBOMOKA3aHO (CM. pa3aen
4.3 ¥ MTHCTPYKIIHUIO TT0 TPUMEHEHHIO JIOMUTAINIA).

HNuruéuropsl gpocdoamicrepassl (OI-5)

ABanadui 50 ogHokparHo |600 kaxxaele 12 9 |1 B 13 pa3 1 B 2,4 paza
OnHoBpemMeHHOE IIPUMEHEHNE aBaHaduia U pUTOHaBHpA
NMPOTHBONOKAa3aHo (cM. pazzen 4.3).

Cunpenadun 100 onnokpatHo | 500 xaxnaeie 1249 |1 B 11 pa3 1 B4 pa3a

[Ipn npumMeHeHun cuijeHaguiIa ¢ LENbI0 JIEYEHHUS DJPEKTUIILHOU
TUC(HYHKIIMH OJHOBPEMEHHO C PUTOHABHUPOM, UCIIOJIB3YEMBIM B Ka4eCTBE
AHTUPETPOBUPYCHOTO npenapara TN (hapMaKOKHHETHIECKOTO
YCHIIUTENSI, HEOOXOAUMO COONI0AAaTh OCOOYI0 OCTOPOXHOCTH, a J03a
cuieHaduIa HEe JTOJDKHA TPEBHIATh 25 Mr 3a 48 9 (Takke cM. pazzien

4.4). ComnyrcTByloliee MpUMEHEHHE CHiIgeHaduiIa U PUTOHABHpA
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COOTBETCTEYET _E_I‘i' CMNEPTHOMY OTYETY

ot 17.02.2025 Nz 3744

Biinsinue pUTOHABHPA HA 0OJAHOBPEMEHHO npnMQ&éﬁLﬁ%ﬁ%ﬁ@i'ﬂgﬁHBQd{ﬁe'

JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Biustaue na Bimusaue va Cmax

AUC
OJTHOBPEMEHHO
IPUMEHSIEMbIX
JIeKapCTBEHHBIX

Hoza
OJTHOBPEMEHHO
TIPUMEHSIEMBIX
JICKapCTBEHHBIX
npenaparoB (Mr)

Jlo3a puronaBupa
(mr) OJITHOBPEMEHHO
IPUMEHSIEMBIX
JIEKapCTBEHHBIX

IpernapaToB

IIpernapaToB

NMPOTHBONOKA3aHO MMAIIMEHTAM C JIETOYHON apTepUaJIbHOW TUNIEPTEH3UEN
(cMm. pasnen 4.3).

Tanamadwn

‘ <>

20 oIHOKpaTHO ‘200 KaxJple 12 4 ‘ 1 Ha 124%

I[Ipn npumenenun Taganaduiaa C ILENbIO JICYEHHUS DPEKTHIHLHOM
TUCHYHKIIMH OJTHOBPEMEHHO C PUTOHABUPOM, UCIIOJIb3YEMbIM B KaUeCTBE
AHTHUPETPOBUPYCHOTO  mpemapara  wid  (HapMaKOKHHETHYECKOTrO
YCHITUTEIISI, HEOOXOUMO COOITI0IaTh 0COOYIO0 OCTOPOIKHOCTB, a Taanadu
HE00X0IMMO Ha3HAYaTh B CHWKEHHBIX 7103ax He Ooree 10 Mr ¢ mHTEpBaIOM
B 72 4 mpW YCHWJIECHHOM MOHUTOPHHIE HEXENATeNbHBIX PEeakIuid (CM.
paznen 4.4).

[Ipn npumenenun Ttajganaduisa OJHOBPEMEHHO C PUTOHABUPOM Y
MAlMEHTOB C JIETOYHON apTepualbHON TUIEpTEeH3HeW HEOO0XO0AUMO

CO6J'IIOI[8.TB YKa3aHus U3 HHCTPYKIHUHU 110 IPUMCHCHUIO Taﬂana(byma.

Bapnenagun

5 OAHOKpPATHO ‘600 Kakple 12 9 IT B 49 pa3 ‘ 1 B 13 pa3

OnHoBpeMEHHOE
NMPOTHBOMOKAa3aHo (cM. pa3zaen 4.3).

IpUMEHEHUe  BapJeHapuiaa U pUTOHABHpaA

CenaTuBHBIC M CHOTBOPHBIE IIPENAPAThI

Knopazenar,
Jasenam,
3cTazoNam,
baypazenawm,
MpeIHa3HaYCHHbIN
JUTsL IpreMa BHYTPb
WJIN TIApEeHTEPATHHO
MU/J1a30J1aM

O/HOBpEMEHHBII MPUEM C PUTOHABUPOM MPOTHBOMOKA3AH, ITOCKOJIBKY
MOJKET ITPUBECTH K MOBBIIICHUIO KOHIIEHTPALMHU KJIopasernaTa, Auas3enama,
acrasonama u (urypasenama B riazme KpoBu (cM. paszen 4.3).

Metabonu3m Mujazonama B BbICOKOW cremeHu omnocpenoBaH CYP3A4.
[IpuMeHeHHe OIHOBPEMEHHO C PUTOHABUPOM MOXKET CONPOBOXKIAThCS
CYLIECTBEHHBIM  TIOBBIIIEHHEM  KOHIEHTpauuu  OeH30AMa3ernuHa.
HccnenoBanusi B3auMOJCHCTBHS PUTOHABHpa W OCH30MA3eIIMHOB HE
npoBoamiHch. Ha ocHOBaHWYM MaHHBIX Juis 1pyrux naruouropos CYP3A4
KOHIICHTPAIMs MHJIa30JIaMa B TUTa3Me MIPU €r0 MPUMEHEHUH BHYTPh OyIeT
3HaYMMO BbIIIEe. TakuM 00pa3oM, pUTOHABUP HE CIEAyeT NMPUHUMATH
OJTHOBPEMEHHO C MHJa30aMoM (BHYTph) (cMm. pazaen 4.3), a mpu ero
MPUMEHEHUH OJJHOBPEMEHHO C MH/1a30JIaMOM, BBOJIUMBIM MTaPEHTEPAIIbHO,
crenyeT co0aroaaTh 0co0yr0 OCTOPOKHOCTD. J[aHHBIE 00 OZJHOBPEMEHHOM
U JIpyrux
MHTHOUTOPOB NpOTeasbl YKA3bIBAIOT HA BO3MOKHOE TIOBEIIICHHE YPOBHS

IIPUMEHEHUH MHJa30jlaMa, BBOAUMOIO IapEeHTEPaIbHO,
MHja3ojlaMa B IUIa3Me KpoBu B 3—4 pasa. [lpu HeoOxomumocTu
IIPUMEHEHHsI PUTOHABUPA OJHOBPEMEHHO € MHAA30JIAMOM, BBOIAUMBIM
MMapEHTEPAIBHO, 3TO CIEAYET OCYIIECTBIATh B OTACICHUHA PEaHUMALUU 1
uHTeHcuBHOW Tepanuu (OPUT) wnm B aHaNOTMYHBIX YCIOBHSX JUIs
YCUJICHHOI'O KJIMHUYECKOI0 MOHMTOPMHIA M HAIJIEXKallero JICYCHUs B
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JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO
pUMEHSIEMBIC
JICKapCTBCHHBIC
npenapaTsl

Jlo3a putoHaBupa | Bnusnue Ha Bnusiaue Ha Crmax

AUC
OJTHOBPEMEHHO
IPUMEHSIEMbIX
JIeKapCTBEHHBIX

Hoza
OJTHOBPEMEHHO | (MT)
TIPUMEHSIEMBIX

JICKapCTBEHHBIX

OIHOBPEMCHHO
IIPUMCHSACMBIX
JICKApPCTBCHHBIX

npenaparoB (Mr) npenaparoB

IIpernapaToB

Cllyyae pa3BUTHSl YIHETCHHUS JbIXaHus M (WIM) IIUTEIBHOM Ceaalui.
Moxet norpedoBaTbcsi KOPPEKTHPOBKA JT03bI MH1a30J1aMa, OCOOCHHO TPH
MHOTOKPAaTHOM BBEJICHUMU.

Tpuazonam

0,125 200, 4 mo3sl
OJIHOKPATHO

1>820pa3 1 Ha 87 %

OnIHOBpPEMEHHBIH TpPHEM PHUTOHABUPAa NPOTHBOMOKA3aH, T.K. MOXET
IMPHUBCCTHU K MMOBLIMNICHUIO KOHICHTPALMX TpUa3ojaMa B IJIa3MC€ KPOBU (CM.
paznen 4.3).

Iletnanun

50 omHOokpatHO |500 kaxaeie 12 9 | | HAa 62 % | HA 59 %

BHYTPb

HopnieTnanHOBBI#H
MeTa0OJIUT

THa47 % 1 Ha 87 %

OnHOBpEeMEHHOE
NMPOTHBOMOKA3aHO B CBS3M C BO3MOXHBIM TOBBIIIEHUEM KOHIICHTPAIIMH

IIPUMEHEHHUE METUINHA 5 pUTOHABHpaA
HOPIETUAMHOBOIO METa0O0JINTa, KOTOPBIH 00jamaer 00e300JMBarOIUM
JNCHCTBHEM W OJHOBPEMEHHO CTUMYJIMPYET UCHTPAIbHYIO HEPBHYIO
cucremy (L[HC).

BO3pacTaeT PHUCK pa3BUTHS MOOOYHBIX peakuuid co crtopoHsl [[HC

IIpy mMOBBINIEHHOW KOHLEHTpAlUUW HOPHETUIANHA

(HampuMep, AHIeNTU(HOPMHBIX MIPHUITAJKOB), CM. pasen 4.3.

Annpasonam

1 ogHokpatHo  |200 kaxnbie 12 4 |1 B 2,5 paza >

B TeY. 2 IHel

500 xaxasie 124 || HA 12%
B Teu. 10 gHe#

lHA 16 %

BBenenne B cxemy  JiedeHUsT ~ PUTOHABUpPA  COIMPOBOXKIAIOCH

WHTUOMpOBaHMEM MeTabonu3ma anmpasojama. [locie mnpuMeHeHus
puTOHaBMpA Ha NpoTskeHUH 10 1Hel HHruoupyolee NeHCTBUE HCUE3alI0.
B nepBble HECKOJIBKO JHEH NMPUMEHEHMs AJINpa3ojiaMa OAHOBPEMEHHO C
UCIOJB3YEMBIM B KadeCTBE AHTUPETPOBUPYCHOIO

A0 pa3BUTHUA

PUTOHABHPOM,
npemapata Wik (HapMaKOKUHETHYECKOTO YCHIIUTEINS,
WHIYLIUPYIOIIEro JASHCTBHS Ha METa0OJIM3M aimpasoiama, HE0OXO0IUMO
co0mo1aTh 0COOYI0 OCTOPOKHOCTb.

bycnimpon

PuronaBup, wucnonb3yeMblii B KadecTBe (hapMaKOKHHETHYECKOIO
YCWIIUTENS WIM aHTUPETPOBUpPYCHOTrO npemnapara, nuuruoupyer CYP3A u,
KaK CIJIe/ICTBUE, TIOBBIIIAET KOHIIEHTPALMIO0 OYCIUpPOHA B IUIa3Me KPOBH.
I[Ipu npumeHeHuun OycnupoHa OJHOBPEMEHHO C  PUTOHABHUPOM
PEKOMEHI0BAaH YCUJICHHBI MOHHUTOPUHI TeparneBTUYEeCKOro s¢dexra u

HeXellaTelIbHbIX SBICHHI.

CHOTBOpHBIE NIpenapaTbl
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BUiMsiHHe PHTOHABHPA HA OXHOBpPEMEeHNO NPUMEHs eMbIe HeaHTAPET POBUpY CHbie
JeKapcTBeHHbIe MPenapaThbl

OIHOBpPEMEHHO Ho3za o3a puronaBupa | Binsinue Ha Bnusiaue Ha Crmax
MIpUMEHSEMbIC OJTHOBPEMEHHO | (MT) AUC OJITHOBPEMEHHO
JICKapCTBCHHBIC TIPUMEHSIEMBIX OJTHOBPEMEHHO | IPUMCHSEMBIX
npenapaTsl JICKapCTBEHHBIX NPUMEHSIEMBIX | JIEKAPCTBEHHBIX
penaparoB (Mr) JICKapCTBEHHBIX |TpenapaToB
pernapaToB
3onmuaeM 5 200, 4 10361 1T Ha 28 % T HA 22 %

[TpumeHeHne 30amMMAEMa OJHOBPEMEHHO C PUTOHABHPOM JIOIYCKAETCS
MIPU YCUIICHHOM MOHUTOPHHIE H30BITOUHBIX CEJaTUBHBIX APPEKTOB.

HpenapaTbl AJIA OTKa3a 0T KYpeHUusd

bynponnon

150 100 xaxzasie 12 4 | | Ha 22% lHA21 %

150 600 xaxxapie 12 4 | | Ha 66% | Ha 62 %

Bynpormmon merabommsupyercss npeumyniectBenHo CYP2B6. Ilpu
MPUMEHEHHH OYNpPONHOHA OJHOBPEMEHHO C MHOTOKPAaTHBIMHU JI03aMH
PUTOHABHpPA MOXKET CHIKAThCS €ro ypOBEHb. OTOT 3(P(HEKT MOXKHO
OOBSICHUTh WHAYLUUPYIOUIUM JCHCTBHEM pUTOHABHpAa HA METabOIH3M
oymnpornuona. Tem He MeHee, puToHaBHp Takxke uHruoupyer CYP2B6 in
Vitro, B CBs3u C yeM OYMPOIMOH CJIeIyeT MCIOIb30BaTh B 103X HE BBIIIC
pexomeHayembix. B ornuume oT 3¢p¢deKkToB mpHU MPOIOIIKUTEIHEHOM
NPUMEHEHUH PUTOHABHpPA, IOCIIE €ro NPUMEHEHHs B HHM3KHX JI03aX Ha
MPOTSKEHUU KopoTkoro mnepuona (200 mr 2 pasa B CyTKH B TedeHUE 2
JTHEN) 3HAYUMBIX B3aUMOJICUCTBUM ¢ OyNMPONMMOHOM HE HAOIIOAAIOCh, Ha
OCHOBAHMHU YE€TO MOYKHO TPEAIIONI0KNTE, YTO KOHIIEHTPAIHsI OyIponioHa
HAUMHACT CHWKAThCS CIyCTS  HECKOJBKO  JHEU

IIOCJIC  Hayallia

COIMYTCTBYIOLICTO IPUMCHCHUA PUTOHABUPA.

Creponanbl

®dnyTHKazoHa
MPOIHUOHAT,
IIPUMEHSAEMBIN
MHTAJISIIUOHHO,
WHTPaHa3aJIbHO WIH
IIOCPEICTBOM
WHBEKIIUH,
OyJIecoHus,
TPUAMIIMHOJIOH

[Ipy npuMeHeHHMH pUTOHAaBHpa OJHOBPEMEHHO ¢  (pmyTHKa3zoHa

IIPOIMMOHATOM, BBOJUMBbIM HWHIaJIIIIMOHHO 201041 HWHTpaHa3aJIbHO,

COO0IIaNoCh O PAa3BUTUU CUCTEMHBIX 3(PPEKTOB KOPTHUKOCTEPOUJIOB,

byHKIMH
HAJOYEUYHUKOB (B BBIIICYIIOMSIHYTOM HCCIIE0BaHUN YPOBEHb KOPTU30ia

BKiroyas  cuHapoM  Mnenko-KymmHra w  yruerenue
B IuiazMe cHusmics 1o 86 %). AHanornuyHble 3(Q(eKThl TaKxke
HaAOIIOAANCh NPU NPUMEHEHUH PUTOHABHpa OJHOBPEMEHHO C JAPYTHMH
KopTukoctepouaamu,  Metabomusupyembimu  CYP3A,

6y,[IeCOHI/I,Z[OM U TPpUAMIMUHOJIIOHOM. Takum 06pa30M,

Hanpumep,
IPUMEHEHNE

pUTOHAaBHpa B KA4eCTBE AaAHTHUPETPOBHPYCHOTO TIpemapara Wiu

(bapMaKOKI/IHeTI/I'-IeCKOFO YCUITUTEITA OOAHOBPEMCHHO C JaHHBbIMH

TIIFOKOKOPTUKOMJIHBIMU ~ TNIpenapaTaMd  HE  PEeKOMEHJOBaHO,  3a
WCKITIOUEHUEM CITydaeB, KOTJIa MOTCHIMAbHAS I0JIb3a TAKOTO JICUCHHS
MPEBOCXOIUT TOTEHIIUAIBHBII PUCK Pa3BUTHS CUCTEMHBIX 3()(eKToB,
CBSI3aHHBIX C IPUEMOM KOPTHKOCTEpOUI0B (cM. pa3zaen 4.4). B nocnennem
ciy4ae HE00X0IUMO UCIOJIb30BaTh CHI)KCHHBIE JI03BI

TJIIFIOKOKOPTUKOHUIHOTI'O IIpCriapaTta U IMpOBOJUTH YCI/IJ'IeHHI:Jﬁ MOHUTOPHHT
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JICKAPCTBCHHLBIC MPeEIapaThbl

OIHOBpPEMEHHO
PUMEHSIEMBIC
JICKapPCTBCHHBIC

Hoza
OJITHOBPEMEHHO
MIPUMEHSIEMBIX

Jlo3a puronaBupa

(mr)

Biaugaue Ha
AUC
OJHOBPEMEHHO

Bimusaue va Cmax
OJTHOBPEMEHHO
IPUMEHSIEMBIX

IIPUMCEHACMBIX
JICKApPCTBCHHBIX

JIeKapCTBEHHBIX
IpernapaToB

mpenaparbl JICKApCTBCHHBIX

npenaparoB (Mr)

IIpernapaToB

MECTHOTO M CHCTEMHOrO JACUCTBHUS, JHOO MEpeXOAuTh Ha JIPYroi
TJIIOKOKOPTUKOMIHBIN Tpernapar, He spistomuiics cyoctpatom CYP3A4
(mampumep, Oekimomera3oH). bomee Toro, B cllydae OTMCHBI
TJIIOKOKOPTUKOUAHBIX MPENapaToB MOXKET MOTPeOOBATHCS MOCTEIIEHHOE

CHMIXCHHUEC OO3bI HA NPOTAXKCHUUN AJIUTCIIBHOTIO BPEMCHU.

JlekcameTa3oH PutonaBup, wucnoib3yeMblii B KauecTBE  (DapMaKOKHHETHUYECKOTO
YCUJIMTENS] WM aHTHPETPOBHUPYCHOTO npenapara, nHruoupyer CYP3A u,
KaK CIEJICTBUE, IOBBIIIAET KOHLIEHTPALUIO JEKCaMEeTa30Ha B IUIa3Me
kpoBu. [Ipu npuMeHeHun nexcameTa3oHa OJJHOBPEMEHHO C PUTOHABUPOM
PEKOMEHIOBAaH YCHUJICHHBII MOHHTOPUHI TEPAIeBTUYECKOTO Y(PdeKTa u

HEXKEIIaTCIIbHBIX SIBIICHHI.

200 xaxnapie 12 9 |1 Ha 28 % THa9 %

HpI/I MNPUMCHCHHUU IPECAHU30JIOHA OJHOBPCMCHHO C PHTOHABHPOM

[Tpenau3onon 20

PEKOMEH/I0BAaH YCWJICHHBII MOHUTOPUHI TepaneBTUYecKOro ad¢exra u
HeXenaTelbHbIX sBieHuil. Yepes 4 u 14 nHe COMyTCTBYIOIIETO
MpPUMEHEHHS TPEIHU30JI0Ha U puToHaBupa BenmuuHa AUC merabomuta

MpeIHn30510Ha Bo3pocia Ha 37 u 28 % COOTBETCTBEHHO.

H/0: HE OIIPCACIICHO
1. Ha ocHoBanuu CpaBHCHUA B MMApAJUJICIIbHBIX I'PYIIIIAX.

2. Cy.]'lb(l)aMeTOKCEBOJI IMPUMCHSJICSA OJHOBPEMEHHO C TPUMCTOIIPUMOM.

[Ipy npumMeHEeHMM pUTOHAaBHpAa OJHOBPEMEHHO C JOU30IUPAMUIOM, MEKCUIETHHOM U
He(a30J0HOM COOOIIAIOCH O PA3BUTHU HEXKEJIATENIbHBIX ABJICHUN CO CTOPOHBI Cep/illa U HEPBHOU
cuctembl. Henb3st HCKITIOUNTH BO3MOXKHOCTh B3aUMOJIEHCTBUS ATHX JIEKAPCTBEHHBIX IIPETapaToB.
[ToMuMO  BBIIENEPEUYUCIEHHBIX B3aUMOJEHCTBUM  CYIIECTBYET BEPOSTHOCTh  YCHIICHUS
TEPANEeBTUUECKUX U TOKCHYECKHUX IECHCTBMI, UTO CBSI3aHO C BBICOKOH CTENEHBIO CBSA3BIBAHUS
pUTOHaBUpa ¢ OelKaMM TUIa3Mbl U, KaK CJIe/ICTBHE, BHITECHEHUEM OJHOBPEMEHHO MPUMEHSEMBIX
JIEKapCTBEHHBIX MIPENapaToB U3 CBSI3U C HUMH.

[IpuMeHEeHNE PUTOHABHUPA B KAYECTBE d)aDMaKOKI/IHCTI/I‘-ICCKOTO YCUTTHUTEIA

Baxxunsie CBCACHHUA O B3aHMOHeﬁCTBHHX puTOHABUpa, HUCIOJIB3YyEMOI'O B  Ka4YCCTBC
q)apMaKOKI/IHeTI/ILIeCKOFO YCUIIUTEIA, C JICKAPCTBECHHBIMU IIp€riapaTaMu TaKXE MNPUBCIACHBI B
HHCTPYKIUHU JJI1 OJJHOBPEMEHHO ITPUMEHAEMOTO I/IHI‘I/I6I/ITOpa IIPOTCA3kbI.

HH2U6Mm0pbl NpPpOMmMOHRHO20 Hacoca u 6]10Kam0pbl Hz-eucmaMuHogblxpeuenmopoe

HpI/I MMPUMCHCHUHA I/IHI‘I/I6I/ITOp0B IIPOTOHHOI'O Hacoca U 6HOKaT0p0B Ho-rucTaMuHOBBIX

37



COOTBETCTBYET 3KC

ot 17.02.2025 N2 3744

CMEPTHOMY OTYETY

pelenTopoB (HampuMep, OMENpa3oyia WU P 1HI/ITI/I,I[I/I&—EL§“%’IE§(‘EI‘P: RfrRATECH ';gﬁn'gﬁ%é{umﬂ

OJTHOBPEMEHHO TNPUMEHSIEMBIX WHTUOMTOPOB mpoTeasbl. [loapoOHBIE CBElEHUS O BIUSHUH
OJIHOBPEMEHHOI'O IPUMEHEHHUs JIEKAPCTBEHHBIX IIPENApaTOB, CHUKAIOUIMX KHUCIOTHOCTD,
IPUBEJICHBI B UHCTPYKIMHU 111 OJHOBPEMEHHO ITPUMEHAEMOro HHruoburopa nporeasbl. CoriaacHo
pe3yJbTaTaM HCCIIEOBAaHUI B3aMMOJIEHCTBUI C MHTMOMTOpaMH MpPOTEasbl, JEHCTBUE KOTOPBIX
YCUJIMBA€T PUTOHABHP (JTONMHABHP B KOMOMHALIMM C PHUTOHAaBUPOM, aTa3aHaBUp), INpHU
OJIHOBPEMEHHOM NPUMEHEHUH OMETIPa30Jia WK PaHUTHIMHA C PUTOHABUPOM, UCIIOJIb3YEMBIM B
KayecTBe (apMaKOKMHETHUYECKOrO YCHIUTENs, 3(()EKTUBHOCTh IOCIEIHEr0 3HAUYUMO HeE
MEHSIETCs, HECMOTPsI Ha HEOOJIbIIIOE N3MEHEHHE YPOBHS CUCTEMHOIO BO3ACUCTBUS (IPUMEPHO Ha
6-18 %).

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JIAKTALMSA

bepemeHHOCTD

Bbonbioe komuuecTBO OepeMeHHBIX >keHIIMH (6100 ciaydaeB poXaeHUs >KUBOTO peOEHKa)
MOJIy4aJIi PUTOHABHP BO BpeMsi OepeMeHHOCTH; u3 HuX B 2800 ciydasx pOKICHHS KUBOTO
pebeHKa KEHILMHBI NOJydYald Ipernapar B IEpBOM TpuMecTpe. B OoJbIIMHCTBE 3TO cilydau
IPUMEHEHUs PUTOHABHpPA B COCTaBe KOMOMHUPOBAHHOM TEpaIluy U B HETEPAIeBTUYECKUX J103aX,
TO €cTh B 00Jiee HU3KHUX J103aX B KauecTBe (hapMaKOKHHETHUYECKOro ycunurens ains apyrux UIL
OTH JaHHBIE MMOKA3bIBAIOT OTCYTCTBUE MOBBIIIECHHUS YaCTOTHI NOPOKOB Pa3BUTUS OTHOCUTEIILHO
YacTOThI, 3apErMCTPUPOBAHHON CUCTEMAMM MOHUTOPUHIA MOPOKOB PAa3BUTHS B MOILYJISILIMU.
Pe3ynbTathl nccneroBaHuil y dKUBOTHBIX YKa3bIBaIOT HAa HAIMYHUE PENTPOLYKTUBHOM TOKCUYHOCTH.
B uccrnenoBaHusX Ha JKMBOTHBIX PErMCTPUPOBAINCH Cllydau 3MOpHOQeETanbHON TOKCUYHOCTH
npernapara y Kpbic (paHHSS pe30pOIisl KOCTHOM TKaHU, CHI)KEHHE MacChl Teja IUI0/a, 3a/1epiKKa
occu(UKaUM U Jpyrue OTKJIOHEHUS B Pa3BUTHUM) MPOMCXOAMJIA MPHU 033X, NPUMEHSIEMBIX Y
OepeMEeHHBIX KpbIC 75 MI/KI/CYT (cpelHssl KOHIIEHTpalus B mi1a3Me KpoBu 45 Mkrxu/mi). Takxke
Ha0JIr01a710Ch HE3HAYUTENbHOE YBETMUEHUE 32001€BA€MOCTH KPUIITOPXU3MOM Y KPBIC IPH J103aX
35 mr/kr/cyT (34 MKr>xu/mi).

B uccnenoBaHusx Ha >KMBOTHBIX PETUCTPUPOBAIUCH CiIydau 3MOpHo¢eTalbHONM TOKCHUYHOCTU
npenapara y KpOJIMKOB (pe3opOIusi KOCTHOW TKAaHH, YMEHBIIEHHE YHCICHHOCTH IOMeTa U
YMEHBIIEHHE Macchl Tella IUIoJa) MPOMCXOAWIa MpH J103aX, NMPUHUMAEMbIX OEpeMEHHBIMU
kposukamu 110 mr/kr/cyT (34 MKr>xu/min).

B cBsi3u ¢ TeM, 4TO uccienoBaHUS PENpOAYKTHUBHOW (DYHKUIMH KUBOTHBIX HE BCErJla MOKHO
HKCTPANIOIMPOBATH Ha JIFOJEH, PUTOHABUD NMPH OEPEMEHHOCTH BO3MOYKHO MPHUHUMATh TOJIBKO B
TOM cllydae, €ClM MpeAroaaraeMas 1noyb3a Al MaTepy IPEeBOCXOAUT MOTEHIUAIBHBIN PUCK AJIs
wioza.

JlakTarms
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MojsokoM. OTcyTcTByeT MH(OpManus O BIMSHUM PUTOHABUpA HA JIETEH, HAXOMSIIUXCA Ha
IPyAHOM BCKapMIIMBAaHWM, WIM BIMSHMM IIpernapara Ha BbIpadOTKy MoJjoka. Bsuny
NMOTEeHIMaNIBHOTO pucka nepenaun BUY BUY-oTpuniarenbHbIM MIIaICHIIAaM M Pa3BUTHS BUPYCHOM
pesucteHTHOCTH 'y BUY-nOnoXUTENbHBIX MIIAJCHIEB, a4 TAaKKE CEPbE3HBIX HEKEIATEIbHBIX
peakumii y nered, HaXO[AIUXCs Ha TPYAHOM BCKapMIIMBaHUHU, IPyJHOE BCKapMiauBanue BHY-
UH(HUIUPOBAHHBIMU JKEHIIMHAMH ITPOTHBOIIOKA3aHO.

DepTUILHOCTE

JlaHHbIC O BIUSHUM PUTOHABHPA Ha ()ePTHUIHLHOCTH YEJIOBEKa OTCYTCTBYIOT. B uccienoBanusx y
JKHUBOTHBIX H€6HaFOHpI/I$ITHOI‘O BJIIMSAHUA pI/ITOHaBI/Ipa Ha (bepTI/IJIBHOCTB HC OTMCYAJIOCh.

4.7. Biausinde Ha CNOCOOHOCTH YINPABJISATHL TPAHCHOPTHBIMHM CPeACTBAMHU H PpPadoTaTh ¢
MeXaHH3MaMH

B nepuon nedenuss He0OXOIUMO COOIIIOIaTh OCTOPOKHOCTD MPH YNPABICHUHU TPAHCIOPTHBIMU
CpCI[CTBaMI/I U 3aHATUH I[pyrI/IMI/I INOTCHIHUAJIBHO OIIaCHBIMU BUAAMU ACATCIIBHOCTH, Tpe6y10HII/IMI/I
HOBLIHIGHHOﬁ KOHIICHTpaIII/II/I BHUMAHUA U 6I)ICTpOTI)I HCI/IXOMOTOpHI)IX peaKuHﬁ, TaK KakK
mpernapar MOXET BBI3BIBATH COHJIMBOCTH, TOJOBOKPYXKEHHE M JApPYrue MOOOUYHBIE SIBICHUSA,
KOTOpBIE MOTYT BJIMATH HA YKa3aHHbIE CIOCOOHOCTH.

UccnenoBanusi cmocoOHOCTH K BOXKICHHMIO aBTOTPAHCIIOPTA W YIPABIEHUS MEXaHU3MaMH HE
HpOBOI[I/IJ'II/ICI).

4.8. HexxesnaTesibHbIEC peaKIUU

Pesrome mpoduis 6e3onacHOCTH

IIpumenenue pumonasupa 6 kavecmee GapmMaKOKUHEMU4ecKko20 yCUuIumes

HexenarenbHble  peakiuu, CBsI3aHHbIE C T[PUMEHEHHMEM pUTOHABHpAa B  KadecTBe
(apMaKOKUHETUYECKOTO YCWJIMTENS, 3aBHCAT OT BBOAMMOIO COBMECTHO CHEUH(UYECKOTrO
uHruouropa mnporeas BUY. [J{nsg mnomydeHus uHpOpMalMu O HEXeNaTeNbHBIX PpeaKIUsIxX
oOparutrech K MHCTPYKUMU IO TPUMEHEHUI0 KOHKPETHOTO COBMECTHO MPUMEHSEMOro
uHruoburtopa nporeas BUY.

IIpumenenue pumonasupa é kavecmee AHMUPEMpOBUPYCHO2O CPEOCEa

Heorcenamenvuvie peakuuu, noJjliy4erHHble 6 KJIUHUYEeCKUx UCCNe008AHUSX u 6

nocmpezucmpauyuOHHOM nepuode Y 63POCJIblX NAYUEHMOo6

Haubonee vacTeiMu 3apCruCTPpUPOBAHHBIMH HEKCIATCIbHBIMU PEAKIHUAMU CPCAU IMAIUCHTOB,
MMoJIyJyaromux MOHOTCPAIIMK0 PUTOHABUPOM WM PUTOHABUP B KOM6I/IHaI_II/II/I ¢ IOpyrumu
AHTUPCTPOBUPYCHBIMU IIpCIIapaTaMu, ObLIH HapyHmICHUA CO CTOPOHBI HHIHCBapHTCHBHOf/'I CHUCTCMBI

(BKJTIOYAst AMAPEIO, TOLIHOTY, PBOTY, O0JIb B )KUBOTE (B BEPXHUX M HIXKHUX OTJIENAX)), HAPYLICHUS
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CO CTOPOHBI HEPBHOM CHUCTEMBI (BKJIIOUAs Maped

resun ' dpectesto sl rol-d6brotiii pra),

a TaKXKeE }’TOMHSICMOCTB/ ACTCHUYCCKHUM CUHAPOM.

Tabauunoe PE3IOME HEXKENIATCILHBIX PEaKIIUM

Co0011a710Ch 0 Pa3BUTHH CIICAYIOINUX HEXKEIATSIBHBIX PEAKIIMI OT CPETHEH /10 TSHKEIION CTENeH!

TAXKECTH, BOSMOXKHO HJIM BEPOIATHO CBA3AHHBIX C IIPUEMOM PHUTOHaBHpA. B nmpeaciax KaH(,HOfI

TPYMIIBI pacipeesieH s 0 YacTOTe BCTPEYaeMOCTH HexKenaTelbHbIe () ()EKThl pacioI0kKEeHbI B

nopsiIKe yOBbIBArOMICH 3HaYMMOCTH: odeHb dacto (>1/10), wacro (>1/100, nHo <1/10), HewacTo

(>1/1 000, HO <1/100), penxo (>1/10 000, HO

<1/1 000), ouenp penxo (<1/10 000), wacTora

HCHU3BCCTHA (Ha OCHOBAaHHUH UMCHOIIMNXCA JaHHBIX OUCHHUTDH HCBO3MO)I(HO).

HexenatenbHble peakuMy B KJIMHHYECKHX HCCICAOBAHMAX M IOCTPErHCTPAallMOHHOM
nepuoje y B3pOCJIbIX NALMCHTOB
Kuaace cucrem opranos Yacrora HexenatenbHasi peakums
Hapywennss co croponsl | Hacro CHueHue uuciaa JIEWKOLUUTOB, CHHUYKEHUE
KpOBM U JuMGaTHYECKOU KOHIIEHTPALUU IT'eMOIJI00MHa, CHIDKEHUE YncIia
CUCTEMBI HelTpoduios, IIOBBILICHHE qucia
303UHO(DHIIOB, TPOMOOIIUTOTICHHS
Heuwacro [oBbleHue yncna HEUTPopUIIOB
Hapymenust co croponsl | Hacro Peakuyy runep4yBCTBUTENBHOCTH, BKIIIOYAs
MMMYHHON CHUCTEMBbI KpaIlMBHUILY U aHTHOHEBPOTUYECKHUI OTEK
Penxo AHapuakTHYEeCKHEe peaKIuu
Hapymenus merabonusma u | Yacro I'mnepxonecrepunemus,
MIUTaHUA TUIEPTPUIIIMIIEPUAEMHUS, TOoJarpa, OTEKH, B
TOM 4Hclie nepugepuyeckre, 00e3BOKHMBAHNE
(OOBIYHO CBS3aHO C CUMITOMAaMM CO CTOPOHBI
MUIIEBAPUTEIHHON CUCTEMBI)
Heuacro Caxapnblit 1uabder
Penko I'mneprioukemus
Hapymennst co croponsl | Ouenb yacto | JlucreB3us, MmapecTe3uu CIU3UCTON 00O0JOUYKH
HEPBHOM CHUCTEMBI pTa u nepudepuveckre nmapecTe3uu, roJloBHas
00b, TOJOBOKpY)XeHHe, mnepudepuueckas
HeWponaTus
Yacro becconnuia, BO30yXXIeHHE, CIYTaHHOCTb
CO3HaHUs, HapylLIeHHE BHUMaHus,
CHUHKONAJIHBIE COCTOSHUS, AHJICNTUYECKHE
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HexenareabHble Pe€aKIIMi B KIMHHUYECCKH

nepuojie y B3pocCjbIX MAllUEHTOB

_nccad ORI I TOCTPererpaiionHom

Kuaacce cucrem opranos Yacrora HexenarenbHas peakuus
MIPUIIAJIKH

Hapymenuss co croponsl | Hacto HeuerkocTs 3peHus

opraHa 3peHus

Hapywmwenuss co croponsl | Hewacto Wudapkr muokapaa

cepaua

Hapymwenust co croponsl | Hacro AprepuaiibHasi TUIEPTEH3UsA, apTepuaibHas

COCYII0B TUNIOTEH3Us,  BKJIIOYAash  OPTOCTATHYECKYIO
apTepuaIbHYI0 TUIIOTEH3UI0, Nepudepuyeckas
TUIIOTEPMHUS

Hapymenust co croponsl | Ouens yacto | QapuHTHUT, 00JIb B pOTOTIIOTKE, KaIlIeTh

JIBIXaTEIbHOMN CHUCTEMBI,

OpraHOB I'PYJHOM KJIETKU U

CpEaAOCTCHUA

KenynouHO-KUIIEYHbIE Ouensb yacto

HapyUICHUA

bonb B xuBOTE (BEpXHUE W HUKHUE OT/AEIBI),
TOLIHOTA, Auapes (BKIo4Yas TSKEIyo GopMmy ¢
INEKTPOJIUTHBIMU

HapylmeHusMH),  pPBOTa,

paccTpoicTBa NUILEBAPEHUS

Yacrto

AHOpEKCHs, METeOpH3M, SI3BBI  POTOBOU
nonoctu, kpoBoreueHue u3 opraHoB KKT,
ractpoa3odareanbHas pedarokcHas 0OJe3Hb,

MTaHKPEATUT

Hapymwennst co croponsl | Hacro

TICYCHU U KCITYCBBIBOJAIINX

nyTen

FeHaTI/IT (BKJ'IIO'—IaSI ITIOBBIINICHUEC AKTHUBHOCTHU
(ACT), AJIT,
(I'TT)),

acrapTaTaMHUHOTpaHC(epasbl
raMMa-TiIyTaMuITpaHc(epasbl
MOBBIILICHNE KOHIIEHTpauuu OwiupyOuHa B

KpOBH (BKJIIOYASI KENTYXY)

Hapymenust co croponsl | OueHp yacTo

KOXH1 U IIOJKOXKHBIX TKaHEeH

3}/)1, CBIIIb (BKJ'IIO‘IaSI OPUTCMATO3HYIO U

MaKyJIOIaIyJIe3HYIO ChIIb)

Yacrto

AxHe

Penko

Cunapom CrupeHca-/[?>KOHCOHA, TOKCHUYECKHUI

snuaepMaitbHblid Hekpoau3 (TEN)
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nepuojie y B3pocCjbIX MAllUEHTOB

HexenatenbHble peakunu B KJIMHHUYECKHUK nccneﬂéh’&nﬁa‘ﬁ"%"ﬁbHﬂ)%HRLrﬂa:hﬁ'o'ﬁﬁ'OM

CMEPTHOMY OTYETY

Kunacc cucrem opranos

Yacrora

HexenarenbHas peakuusi

PENPONYKTUBHOM CHCTEMBI

1 MOJIOYHBIX KCIIC3

Hapymenust co croponsl | Ouenb yacto | ApTpairus U 00Jid B CIUHE

MBIIICYHOH, CKENETHOH ¥ | Yacro Muo3sur, pabIoMuoIn3, MUANTUs,

COCIMHUTEIILHON TKAHH MHOIATHUS/TIOBBILLIEHHOE CozIepIKaHue

kpearunpocdoknnazsl (KOK)

Hapymenust co croponsl | Yacto VYyameHHOe  MOYEHCIyCKaHue, HapylleHue

MOYEeK M MOYEBBIBOJISALINX GbyHKIMU  ToyeKk  (Hampumep,  OJNUTYpHS,

myTel MOBBIIICHUE KOHIICHTPAIIMHA KPeaTHHUHA)
Heuacto Octpas moueyHasi HEZJOCTATOYHOCTh
Hewussectno | Hedponurnas

Hapymenuss co croponsl | Hacto Menopparus

OOmme  HapymieHWs U

pC€aKkuuu B MCCTC BBCACHHA

OueHp 9acTo

CnabocTh, BKIIIOYAs AaCTEHUYECKUH CHHJIPOM,

«IPUIUBBI», YyBCTBO Kapa

Yacrto JInxopanka, morepst Beca
JlabopaTopHbie u | Yacro [ToBbIllIEHNE AKTUBHOCTH aMMUJIa3bl, CHHKEHUE
MHCTPpYMEHTAJIbHbIE JaHHbIE KOHLIEHTpalluhd  CBOOOAHOrO U 0OIIero
TUPOKCHHA
Heuacto [ToBbiIeHNE KOHLEHTPauu TJIFOKO3BI,
MOBBIIICHHE KOHIIEHTpallUU MarHus,
MOBBIILICHHE aKTUBHOCTH HIEJI0YHOU
docdarazs

PeaKHI/II/I, OTMCYCHHBIC KaK MMCIOIHNE HCU3BECCTHYIO YaCTOTY BCTPEUYACMOCTH, ObUIH OTMEYCHEI B
HOCTpCFHCTpaHHOHHBIﬁ Iepuoa.

Onucanye OTACIbHEIX HeXKENIaTSAbHBIX PeaKIIUM

[ToBbilIeHNE aKTUBHOCTH IEUEHOYHBIX TpaHCaMHHa3, B ISITh pa3 M 0Oojiee MpeBbIlIalolee
BEPXHIOIO TpaHMIly HOPMAaJIbHbIX 3HAYCHHM, KIMHUYECKas KapTHHA TrenaThuTa U OKEeITYXU
Pa3BUBAINCH Y MALMEHTOB, MOJYYalOIUX PUTOHABUP B Ka4eCTBE MOHOTEPAITUH WM PUTOHABUD B
KOMOUWHAIIMU C IPYTMMHU aHTUPETPOBUPYCHBIMH ITperiapaTaMH.

Hoxkazamenu memabonusma
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VYBenuueHne Macchl Tella, a TaK)Ke IMOBLIIIEH KOHue'fH'];'ai;I;lg%ﬁﬁ&“ﬂ%@@#'kﬁ;b%g&rl ;':' -I.OBI/I

MOTyT HaOJIOJAThCS BO BpeMs IMPOBEACHMSI AHTUPETPOBUpPYCHOM Tepanuu. Y BHUY-
UHOQHUIMPOBAHHBIX IALMEHTOB C THKEIBIM HMMYHOAC(DUIIMTOM Ha MOMEHT Hayaia
KOMOMHUPOBAaHHOHN aHTUPETPOBUPYCHOM TEpallui MOTYT Pa3BUBAThCS BOCIAIUTEIbHbBIE PEAKIIUU
Ha IpoTeKarolue OSECCHMITOMHO WJIM OCTaTOYHbIE OMNMNOPTyHHCTHYecKue nHpexuuu. Taxoke
€o00MIaNIOCh O CITyYasix pa3BUTHS ayTOMMMYHHBIX HAPYIICHUH (TaKuX Kak 6ose3Hb [ peiiBca); Tem
HE MEHee, BPEMs MX Pa3BUTHUS CWIBHO BAPBUPYETCS, U OHU MOTYT Pa3BUBATHCS 4YEPE3 MHOIO
MECSLEB I10CIIE Havala TePaIuH.
VY NanuMeHToB, MOJyY4aBIIMX TEPAlMI0 PUTOHABUPOM, BKIIOYas TEX, Y KOIO pa3BUBAIACH
TUIEPTPUTIULIEPUAEMHUSI, HAOIIOAATUCH CIIy4ad pa3BUTHUS NTAHKpeaTUTa (B HEKOTOPBIX CIIydasx
co cmepTenbHbIM ucxonoM). IlanuenTtsl ¢ BUY-undekuneii Ha mo3aHel cTaguu MOTYT OBITh B
IpyIIE PUCKA IMOBBIIIEHHOIO COACpPXaHWS TPUIIIMLEPUIOB KPOBU M Pa3BUTHS IaHKpEaTUTA.
Taxoke perucTpupoBaIuCh ClIyyal OCTEOHEKPO3a, B YACTHOCTH, Y MALIMEHTOB C OOIIEN3BECTHBIMU
dakropamu pucka, ¢ BUY-undeknmeli Ha TO3AHEH CTaAWM I JUTUTCIHHO ITOJTYYArOIIHX
KOMOMHHMPOBAHHYIO aHTUPETPOBUPYCHYIO Tepanuio. X yacToTra BCTpeuaeMOCTH HEU3BECTHA.
eTH
[Tpoduie 6e30nacHOCTH pUTOHABUPA Y A€TEl B BO3pacTe OT 3 JIET U cTaplle CXO/EH C TAKOBBIM Y
B3POCIIBIX.

Coo011eHne 0 mMoI03pEBAEMBIX HEXKEIIATEIbHBIX PEAKIIHIX

BaxHo coo01maTth 0 mo103peBaeMbIX HEXKeNaTEIbHBIX PEAKIIHIX TIOCTIE PETUCTPAIIMY TIpernapara ¢
HEeNbI0 O0ECleueHus HEMpPEePHIBHOTO MOHUTOPUHTA COOTHOIIEHUS «IOJIb3a — PHUCK»
JIEKApCTBEHHOTO Tpernapara. MeauiMHCKUM paOOTHUKAM PEKOMEHIYETCs] coo0ImaTh O JI0ObIX
M0JI0O3PEBACMBIX HEKEIATEIBHBIX PEAKIHUIX JICKAPCTBEHHOTO Iperaparta depe3 HalHOoHAIbHBIE
CHUCTEMBl COOOIIEHUsI O HEXKeJIaTeNbHBIX pPEaKIUsIX TOoCyAapCcTB — uJIeHOB EBpasuiickoro
SKOHOMHUYECKOI'0 COI03a.

Poccniickas @enepanns

®denepanpHas cnyx0a Mo Haa30py B cdepe 3paBoOOXpaHEHUs

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomaip, 1. 4, ctp. 1

Tenedon: +7-800-550-99-03

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B uHGOpMaIIMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn «IHTepHEeT»:!

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CUMOTOMBI
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Janubie 00 OCTpoil TEpeno3upOBKE MPH TPHU eHeHHH' %M%ﬁ&ﬁy@ﬂh&i&%ﬁ begﬁf;r';éHH.

OIII/IH IIannucHT, HpI/IHI/IMaBIJ_II/Iﬁ y4aCcTu€ B KIMHHUYCCKOM HUCCIICAOBAHUH, IMPUHAT D03y
putonaBupa 1500 Mr/cyT B TedeHHEe 2 AHEMH, MOCIIe Yer0 HAOII0JAIMCh MTPOSIBIICHUS MTAPECTE3HH,
KOTOpBIE MCUE3IU MOCe CHUKEHHS J03bl. B MOCTperucTpaiilioHHOM nepuoje ObUIO MOJy4eHO
COOO0IlleHHEe O MOYEHYHON HEIOCTATOYHOCTH U DO3MHOMUINH MPHU MEPEIO3UPOBKE PUTOHABHPA.
PutonaBup xapaktepusyercss HU3KUM IMOTEHIIMAIOM OCTPOM TOKCHUYHOCTH IPU MEPOPAIbHOM
IMPUMCHCHHUH.

Jleuenue

Crneunduueckuit aHTUIOT A7l pUTOHABHPA OTCYTCTBYeT. JIeueHue nepe1o3upoBKH PUTOHABUPOM
JOJDKHO BKJIHOYAThb 06nme CUMIITOMATUYCCKHUEC MCPbI, B TOM YHUCIIC KOHTPOJIb OCHOBHBIX
TokazareJjeit KUBHECACATCIBHOCTHU U KIIMHUYCCKOI'O COCTOAHUS ITallMCHTA. HpeﬂnaraeTcsl TaKXKEC
BKJIIOYATh B CXEMYy JICUCHHUS TNEPeJO3UPOBKH MPOMBIBAHUE JKEIyAKa M MPUMEHEHHE
AKTUBUPOBAHHOTO Y. Tak Kak pUTOHABHP MHTEHCHBHO METAa0OTU3UPYETCS B IMEYCHH U B
BBICOKOH CTEIEHH CBI3BLIBAETCS C OEJIKAMHU IIa3MBbI KpOBH, OuWalin3, BECPOATHO, HC ITO3BOJIMT

IMPON3BCCTU BBIBCACHUC IIpCIIapaTa U3 opranrnu3Ma Ha JOCTATOYHOM YPOBHE.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoauHaMHYecKHe CBOIiCTBA

®dapmakoTepaneBTUUYECKass TPyIa: MPOTHBOBUPYCHBIE CpPEICTBA CHUCTEMHOIO JCHCTBUS,
MPOTUBOBUPYCHBIE CPEJICTBA MPSIMOTO ACHCTBUS, HHTUOUTOPHI POTEA3.

Kox ATX: JOSAEO03

Mexanusm aeiicteus U hapMakoauHaMudeckne YOG EKTHI

IIpumenenue pumonasupa 6 kavecmee GapmMaKoOKUHEMU4ecKo20 yCUuIumers

JleiictBue puTOHAaBHpa Kak (PAapMaKOKHMHETUYECKOTO YCHIIMTENs OCHOBAaHO HAa AaKTHBHOCTHU
pUTOHAaBHpa KaK MOIIHOIO HHIHOMTOpa MeTabosM3Ma, OMOCPEJOBAHHOTO H30(hepMEHTOM
mutoxpoma CYP3A. CreneHp ycuileHHUs CBsi3aHa ¢ METaOOJIM3MOM COBMECTHO MPHUMEHSEMOTO
uHruourtopa nporeazsl BUY u BussHus narudutopa nporeazsl BUY Ha MmeTabonn3m putoHaBupa.
MakcumanbHOE€ WHTHOMpOBaHHE MeTa0oJM3Ma IpPU COBMECTHOM NPHUMEHEHMHM HHIHOUTOpa
nporeasbl BUY, kak npasuio, 1octuraercs npu 1o03e putonasupa ot 100 Mr oauH pas B CyTKH A0
200 mr nBa pa3a B CyTKH, U 3aBUCUT OT COBMECTHO MPUMEHsIeMOro uHruoutopa nporeazsl BUY.
JononuurenbHyo uHGOPMAIMI0O O BIMSHUM PUTOHABHpAa Ha MeETadOJIM3M COBMECTHO
npuMeHsieMoro uMHruOuTopa mpoteassl BUY oM. paszgen 4.5, Takke clieyeT 03HAKOMUTHCS ¢
MHCTPYKLHEH 110 MPUMEHEHUIO COOTBETCTBYIOIIMX HHTHOUTOPOB mpoTea3sl BUY.

IIpumenenue pumonagupa 6 Kavecmee aHMupemposUPYCHO20 CPeoCcmea

PurtonaBup npezacrasnser coboit uHruburop acnaprui-nporeas BUU-1 u BUY-2 nia npuema
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BHYTpPb, aKTUBHBIN MENTUIOMUMETUK. THTHONpPOBaHKE ':Hl)_tl):l:c;%'T_BI%%IT%EIIQ%:BEETﬂpaSleBy

NOJUNpOTeuHa-peaiecTBeHanka Gag-Pol, yro mpuBoaut k obpaszoBanuio wactui, BUY ¢
He3penoit MopdoJorueii, KOTopsle HE CHOCOOHBI K WH(MUIIMPOBAHUIO KIETOK. PuTOHaBHp
o0yasaeT CeNeKTUBHBIM CpOACTBOM K mporeaze BUY wu mnposiBisger He3HAYUTEIbHYIO
MHTHOUPYIOILYIO aKTUBHOCTh B OTHOIICHUU acapTUII-NPOTEa3bl YETIOBEKA.

PuronaBup ObIT MEpBBEIM HHTUOMTOPOM TpoTeasbl (0g00peH B 1996 roxmy), sddexTuBHOCTH
KOTOpOro OblIa I0Ka3aHa B UCCIEA0BAHNN C KIMHUYECKUMHU KOHEUHBIMU TOuKaMu. OJIHAaKO U3-3a
MeTabONMMYECKUX HWHTUOUTOPHBIX CBOMCTB pUTOHABUpAa €ro IMPUMEHEHHE B KauyecTBE
(bapMaKOKMHETMYECKOTO YCWJIMTENS JPYTrUX HWHTHOUTOPOB MpoTea3bl sBJIsETCs  Oolee
pacIpoCTPaHCHHBIM B KIIMHHUYECKOU TIpakTuke (cM. paszaen 4.2).

Bausnue na OKI'

NurtepBan QTCF oneHuBanu B paHIOMHU3UPOBAHHOM, IUIale00- U aKTUBHO- (MOKCH(DIOKCAIIMH
400 mMr omuH pa3 B JIeHb) KOHTPOJIUPYEMOM IEPEKPECTHOM HCCIEAOBAHUU y 45 3I0pOBBIX
B3pociibiX ¢ 10 n3mepenusimu B TeueHue 12 yacoB Ha Jlenp 3. MakcumanbHas cpennsas (95 %
BEPXHsIS JOBEpUTENIbHAS I'panuiia) pasauna B QTCF ot murane6o cocrapmnsina 5,5 (7,6) ans 400 mr
2 pa3a B CyTKM NpPUMEHEHHUS PUTOHAaBHpA. YpOBEHb puTOHaBHpa Ha JleHp 3 HalOmomasncs
npumepHo B 1,5 pasa Bbie, yeM npu npuMeHeHnn 600 mr 2 paza B CyTKH B CTallMOHAPHOM
cocrosiHuu. Hu y ogHOTO HcnbiTyemMoro He Habmoganock yBenuuenus QTCF B Teuenue 6omnee 60
MC oT 0a30Bo¥ JmHWU win uHTepBaa QTCF, mpeBBIIarONIero MOTEHIHMAIBLHO KIMHHYECKU
3Ha4uMbIi opor B 500 mc.

HesnauutensHoe npoaneHue uHTepBaja PR Takke oTMedanoch y MHalMEHTOB, MOJIYYaBIIUX
pUTOHAaBHp B TOM e uccienoBanuu Ha Jlenb 3. CpenHue M3MeHEHHs OT 0a30BOW JIMHUU B
untepsane PR BapsupoBamucs ot 11,0 1o 24,0 Mmc B 12-yacoBoil HHTEpBa MOC/E NPUMEHEHUs
n03bl. MakcumanbsHblii uHTEpBall PR coctaisit 252 Mc, u G110Kabl cepalia BTOPON WK TpeThel
CTeTeH! He Habmoaanoch (cM. paszen 4.4).

Pezucmenmnocmu

N3onster BUY-1, pe3uncTeHTHBIE K PUTOHABHPY, ObLIM BBIICICHBI IN VItr0 W y MaIlMeHTOB,
M0JTy4aBIIUX TEPANEBTUUECKUE 103bI PUTOHABUPA.

CHMKeHNE aHTUPETPOBUPYCHOM aKTUBHOCTH PUTOHABHpPA CBSA3aHO, IIPEXKAE BCETO, C MyTallUsIMU
nporea3sl V82A/F/T/S u 184V. Hakorienue Apyrux MyTaluil B TeHe mpoTeasbl (B TOM YHCIIE B
nonoxenusx 20, 33, 36, 46, 54, 71 u 90) Takke MOXET CIOCOOCTBOBATh PE3UCTEHTHOCTH K
putoHaBupy. IlocKONBKYy HakamIMBarOTCS MyTallMd, CBSI3aHHBIE C PE3UCTEHTHOCTBIO K
PUTOHABHPY, BOCIPUUMYHUBOCTh APYTUM HHTUOMTOpAM MPOTEa3bl MOXKET YMEHBIIATHCS H3-3a
NepeKpecTHON pe3rcTeHTHOCTU. CreyeT MPOKOHCYJIbTUPOBATHCS JUISl TIOTYUYEHHUS] KOHKPETHON

I/IH(l)OpMaHI/II/I 0 MyTalMsX IMPOTECa3bl, CBA3AHHBIX C YMCHBIICHUEM PCAKIIMU Ha JJAHHBIC BEIICCTBA
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B COOTBETCTBMH C MHCTPYKIHMEH MO HPUMEHEHHUIO '%ﬂlﬁ%ﬁﬁﬁ%ﬁ Ulrporeasbie mm

OpUITATEHEIMA OOHOBJICHHSIMH.

Dapmaroounamuyeckue KiuHu4yecKue OaHHvle

Bnusinue puroHaBupa (Ipyd MOHOTEpAUU WIA B COYETAaHWU C IPYTMMH MPOTHUBOBUPYCHBIMU
npenapaTamMu) Ha OMOJIOTHYECKHE MapKepbl aKTUBHOCTU 3a00JieBaHUs, TaKHe KaK KOJUYECTBO
CD4 xnetok u BupycHoit PHK, onieHHBaIMCh B MHOTOYMCIICHHBIX KIIMHUYECKUX UCCIICIOBAHUSIX
¢ yuactueM BUY-uHGUIMPOBAHHBIX MMAIUEHTOB.

5.2. DapmakoKMHEeTHYECKHE CBOMCTBA

AGcopbuus

AbcomoTHas OMOOCTYITHOCTh M CTETIEHb BCACHIBAaHHSI pUTOHABUPA HE YCTAHOBJICHA, TOCKOIBKY
OTCYTCTBYET JIEKapCTBEHHass (opma i HapeHTepaJbHOro BBeleHUs. PapMakOKMHETHKA
pUTOHAaBHpa NPU MHOTOKPATHOM TPUMEHEHHMH He HaTomak Obula wu3yueHa y BUY-
MH(OUIUPOBAHHBIX B3POCIBIX J00OpOBONIbLIEB He Haromak. [Ipu MHOrokpatHom mpueme
KyMYJISILUsl PUTOHABUPA HECKOJBKO MEHBIE, YEM pacCUUTAHHAs HA OCHOBAHHWM OJHOKPATHOM
JI03bI, ¥ 3aBUCUT OT BPEMEHU JICYECHMS U J0303aBUCUMOIO YBEIMYEHMS KAKYIIETOCS KIMPEHCA
(Cl/F). bbuio 06Hapy>KeHO, YTO OCTaTOYHAs! KOHIIEHTpAIlUs pPUTOHABUPA HEMHOTO YMEHbIIATach C
TEYCHHEM BpPEMEHH, BO3MOXKHO, M3-3a MHAYKIUU (PEepMEHTOB, OJHAKO, CTaOMIM3UpPOBANACh K
OKOHYAHHWIO JIBYX HeIenb. BpeMs HOCTHXEHUsS MakCUMalbHOW KOHHIEHTpauuHu (Tmax) mpu
YBEJIMUYEHUH JI03bl OCTABAJIOCh TOCTOSTHHBIM Ha YpOBHE NMPUMEPHO paBHOM 4 yacam. [loueunsiit
KJIMpEHC cocTaBisieT B cpeaHeM MeHee 0,1 JI/4 U OTHOCHTENIBHO MOCTOSIHEH NMPH MPUMEHEHUU
Pa3IMYHBIX JO3UPOBOK.

®apMaKOKMHETUYECKUE MapaMeTpbl, HaOJl0laeMble C pPA3IMYHBIMU CXE€MaMHU JO3UpPOBAHUS

TOJIBKO pPUTOHABHPA, IIOKa3aHbI B Ta6n1/1ue HUWXKCE.

Cxema 103UpOBaHHsI PUTOHABUPA
100 mMr 100 mr 2 pasa 200 mr 200 mr 2 paza B | 600 mr 2 paza

1 pa3 B cyTkH B CyTKH 1 pa3 B cyTkH CYTKHU B CYTKHU
Crmax 0,84 + 0,39 0,89 34+13 45+1,3 11,2+3,6
(MKT/MIT)
Cirough 0,08 + 0,04 0,22 0,16 +0,10 0,6 +0,2 3,7£2,6
(MKr/mi1)
AUC 12 um 24 6,6 +2,4 6,2 20,0£5,6 21,92 £6,48 77,5+ 31,5
(MKr*u/M)
ty, (9) ~5 ~5 ~4 ~8 ~3t05
CI/F (n/9) 17,2 £ 6,6 16,1 10,8 £3,1 10,0 £3,2 8,8+3,2

! 3HaueHus BBIPpa’XCHbI B BUJI€ TCOMETPUUCCKHUX 3HAYECHHI. HpI/IMe'-IaHI/IeZ pUTOHABHUP BBOIHIIN

MOoCJIC €1bl IJIA BCEX NEPCUHUCICHHBIX CXEM.
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Brusnue nuwiu Ha nepopalbHoe 6cacovléadrue

[Ipy mpuMeHeHMM MpenapaTa BO BpeMsl NMpUEMa IMUIIM MPOUCXOAUT HEOOJBIIOE CHUKECHUE
0MO0CTYTHOCTH Ta0JIETOK PUTOHABUPA

Pacopenenenue

Kaxymuiicss o0bem pacnpenenenust (Ve/F) puronaBupa cocrasisier npumepHo 20—40 1 mocne
oJTHOKpaTHOH 110361 600 Mr. CBsi3pIBaHUE PUTOHABHPA C OEIKaMHU IUIa3Mbl y YeJIOBEKA COCTABIISET
0k0J10 98—99% W sIBIIIETCS MOCTOSHHBIM B uana3oHe KonueHTpanuii 1,0—100 mxr/mit. Putonasup
CBSI3BIBAETCS Kak € alb(ai-KUCIBIM INIMKonpoTenaoM yenoBeka (AAG), Tak U ¢ albOyMHUHOM
CBIBOPOTKH KpoBH yenoBeka (HSA) co cpaBHUTENBHO OIMHAKOBBIM CPOJICTBOM.

Wccnenosanus pacupeelneHus B TKaHaX ¢ 1*C-MeueHbIM PUTOHABUPOM Y KPBIC MOKA3alH1, UTO B
NIEYEHHU, HAJIIIOUYCUHHUKAX, MOHKETYIOUHOM kKele3e, MOYKax U IIUTOBUIHOM XKelle3e coaepiKaTcs
HauOoJbIIMEe KOHIEHTpauuu puToHaBupa. COOTHOLIEHHWE pacHpeeNeHusl TKaHb/IIa3Ma,
U3MEPEHHOE B TMM(ATUYECKUX y3/1aX KPbIC, COCTABIsIET MPUOIU3UTENbHO | U Ipeanoaaraer, 4To
PUTOHABUP PACHPOCTPAHSIETCS B TKAHH JUM(ATHIECKOH CHCTEMBl. PHUTOHaBHp MHHHMAIIBHO
IIPOHUKAET B MO3T.

BI/IOTDaHCd)ODMaHI/IH

bbu10 OTMEueHO, YTO PUTOHABUP MHTEHCUBHO MeTabonusupyetcs ¢ yyactueM CYP meuenu, B
OCHOBHOM, ¢ ydactueMm mu3odepmenrta nmuroxpoma CYP3A wu, B menwmieit crenenu, CYP2D6.
HccnenoBanus Ha )KUBOTHBIX, & TAK)KE SKCIIEPUMEHTHI IN VItro ¢ MUKPOCOMaMU MEYEHH YeTOBeKa
MOKa3aJii, YTO PUTOHABUD B NEPBYIO OUYepe b MOBEPrajiCsi OKUCIUTEILHOMY META00IN3MY .

VY uenoBeka HaWjgeHo 4 wmerabonuTa puTOHaBUPA. OCHOBHBIM SIBJISETCS OKHUCIMTEIbHBIN
MeTabonuT u3omnponuiTuazon (M-2), mpoTHBOBUpPYCHAas aKTUBHOCTh KOTOPOIO OJIMHAKOBA C
ncxonueiM coequuenneM. Oanako AUC meraboanta M-2 coctasiset Bcero 3 % ot AUC camoro
VCXOIHOIO COEIMHEHUS.

Huskue 103b1 puUTOHaBUpa OKa3blBAlOT CHJIBHOE BIMSHME Ha (apMaKOKUHETUKY JAPYTHX
MHTMOUTOpPOB TMpoTea3bl (M Jpyrux BemiecTB, Merabonusupyemblx CYP3A4), a npyrue
UHTUOUTOPBI TIPOTEa3bl TAK)KE MOTYT BIUATH Ha ()APMAaKOKUHETHUKY pUTOHABUpA (CM. pa3zaen 4.5).
OIuMUHAIMA

HccnenoBanus 4yesnoBeKa ¢ paJuOAKTUBHO MEYEHBIM PUTOHABMPOM I1OKA3aJld, YTO PUTOHABUP
BBIBOJIUTCS, TJIaBHBIM 00Opa3oM, uepe3 renaroOMIMapHylo cucTeMy; NpuOiau3uTenbHo 86 %
paZvoaKTUBHON METKHM OBbLJIO BBIAENEHO W3 Kajla, 4YacThb KOTOPOM, BEPOSITHO, COOTBETCTBYET
HeaOcopOUpPOBaHHOMY PUTOHABUPOM. B 3THX McciieJoBaHUSX BBIBEACHUE Yepe3 MOYKHU He ObLIO
OOHapy’K€HO KaKk OCHOBHOM CHoco0 BBbIBEJEHUS pPUTOHAaBUpAa. ITO COOTBETCTBOBAJIO
HAOJII0/IEHUSIM B UCCIIEJIOBAHUSIX HA )KUBOTHBIX.

IToyeyHast HETOCTATOYHOCTD
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®apMaKOKMHETUYECKHE IMapaMeTpbl PUTOHABHpa HE H@%;IJEQ';I@E[‘J&%'IE ';IZEyMﬂMH

¢ynkuun mouek. OpHAKO, MOCKOJBKY MOYEYHBIH KIUPEHC PUTOHABUPA OYEHb Mall, HUKAKUX
U3MEHEHHH 001IeT0 KIMPEHCa Tela He 0XKHUIAeTCS Y MAlUeHTOB C HapyIIEHUSIMH (DYHKIIUU TTOYEK.

IleyeHOYHAS HEAOCTATOYHOCTD

[Tocrie MHOTOKpaTHOTO JTO3WPOBAHUS PUTOHABHpPA 3I0POBBIM J100poBoibiam (500 mr 2 pasa B
CYTKH) U MMalMEHTaM C JICTKUMH WM YMEPCHHBIMU HapyIeHUsIMU QyHKIMU niedeHu (kiacc A u B
no mkane Yaina-ITeto, 400 Mr 2 pa3a B CyTKH) PUTOHABUP MOCIE HOPMATU3AIUHU 1036l HE OBLT
CYILLIECTBEHHO Pa3IMueH MEXIY STUMH JIByMs IpyMIIaMH.

JInIia moKMI0To BO3pacTa

Puronasup B mna3zme kposu y nauuentoB 50—70 net npu npuMmenennu B go3e 100 mr B coueranuu
C JIOTIMHABUPOM WJIH B 00JIee BBICOKHX J103aX, HO 0e3 MHruoutopos npoteassl BUY He otnuyaercs
OT TaKOBOH y MallMEHTOB OoJiee MOJIO0TO BO3pacTa.

eTu
YcranoBieHHbIE (hapMaKOKHHETHYECKHE ITapaMeTpbl pPUTOHABUPA OBLIH OLIeHEeHH! y neteii ¢ BUU-
uHbeKueil crapure 2 JeT, Moay4aBmuX 1036l oT 250 mr/m? 1o 400 Mr/m? aBa pasa B CyTKH.
KOHIEHTpaIus pUTOHABUPA B KPOBH TOCIE Ipuema 7103 ot 350 mr/m? 1o 400 mr/m? nBa pasa B
CYTKH Yy JeTeil cpaBHHMMa C KOHLIEHTpalMel pUTOHAaBUpPA y B3pOCibIX, MpUHUMaBIMX 600 mr
(oxos10 330 Mr/mM?) 1Ba pasa B CyTKH.
Bo Bcex rpymnmax 103 KIMPEHC PH HepopaibHoM Tpreme putoHaupa (CL/F/m?) 661 mpumMepHO
B 1,5-1,7 pa3 ObicTpee y nereit crapiie 2 JIeT, YeM Y B3POCIIBIX.
CrabunbHble (hapMaKOKMHETHYECKHE IapaMeTpbl pUTOHAaBHpa olLeHuBanu y xaereit ¢ BUY-
nHbeKyeil Miaame 2 JeT, Mody4aBIuX A036l oT 350 mMr/m? 1o 450 mr/m? 1Ba pasa B CyTKH.
KonuenTpanuu putoHaBupa B 3TOM HCCI€A0BaHNU ObLIIM OYE€Hb BapruadesibHbI M HECKOJIBKO HUXKE,
yeM y B3pOCIBIX, HoTyyaBmmx 600 mr (mpubmusutensHo 330 Mr/m?) gBa pasa B cyTku. Bo Bcex
rpynmax 03 kmupeHc puToHaBupa (CL/F/mM?) yMeHbIIazcs ¢ BO3PacTOM €O CpPEIHHMH
3Hauennamu 9,0 n/a/M? y nereit B Bo3pacTe 110 3 Mecsres, 7,8 1/4/M? y neTeil B Bo3pacTe OT 3 710

6 Mecsiies u 4,4 n/4/M? y neTeii B Bo3pacTe oT 6 10 24 MecsIeB.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Snpo TabIeTKn

Konounon (Kommugon VA 64)
CopOwurana naypar
Kpemuus 1MOKCHI KOJITTOWAHBIN

Hatpus creapundymapat
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Kanbuus runpodocdat 6€3BoaHBIN

[1nenouyHas 000JI0YKa

['oToBas miueHo4YHass 000JI04YKa

WIH

['unpomenosa (ruIpOKCUTTPOTHIMETHIILIEIIIION03a)
Konosunon

Makporoin 6000 (noaustunenriankosis 6000)

Twutana qguokcung

Tanbk

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs )

2 roja.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU
Xpanuts 1pu remreparype He Boie 30 °C.

6.5. Xapakrep u coepxxkaHue NEPBUYHON YIIAKOBKHU

«HMH 6agk» Ha npeanpuatun AO «PapMacuHTE3»

ITo 100, 200, 500 uau 1000 TabnaeTok MOMemaT B 0aHKY MOTMMEPHYIO U3 MOJUITUIICHA HU3KOTO
JaBJICHUS C KpBIHIKOﬁ HaATATHUBAaEeMOH C KOHTPOJIEM IICPBOr0 BCKPBITUA U3 IMOJIUIIPOINHIICHA WU
HOJIMATUIIEHA BBICOKOTO AaBieHHs. Ha GaHKy HaKJIenBaIOT STUKETKY U3 OyMaru STUKETOYHOM Win
nucueil, MM U3 NOJMMEPHBIX MaTepUalloB, CAMOKIIEALIYI0CcsA. baHKK MmoMemiaiT B rpynnoByrO
YIIaKOBKY.

Ha mpeanpusatun AQ «@apmacunaresy/ Q00 «Papmacunre3-TrOMEHB)

Ilepsuunas ynakoexa 1exapcmeeHHo2o npenapama:

ITo 30, 60 mu 90 TabreTok MoMemaoT B 0aHKY MOJIUMEPHYIO U3 MOJIUITHIICHA HU3KOTO JIaBICHUS
C KPBILIKON HATATUBAEMON C KOHTPOJIEM ITEPBOT0 BCKPBITHSI U3 MOJUIIPOIIAIICHA WU MTOJIMATHIICHA
BBICOKOTO JIaBieHus. CBOOOHOE MPOCTPAHCTBO MOXKET OBITh 3aII0JIHEHO BaTOM MenuunHcKoi. Ha
0aHKy HaKJIEMBAIOT STUKETKY M3 OyMaru STHUKETOYHOM WJIM MUCYEH, WM U3 TOJHUMEPHBIX
MaTepHaJIOB, CAMOKJIEALIYIOCS.

[To 10 TabneTok B KOHTYPHYIO SIMEHKOBYIO YIIAaKOBKY U3 IJIEHKU MOJIUBUHIIXJIOPUIHON U (poIbTrU
AJTIOMUHHUEBOM NTEYAaTHOM JTaKUPOBAHHOM.

Ha npeanpustuu AQ «®apmacunrtesy/ O00 «Dapmacuares-TIOMEHBY

Bmopuunas ynakoexa nekapcmeennozo npenapama:
ITo 1 6anke no 30, 60 unu 90 TabieTok BMECTe ¢ HHCTPYKIHEH 110 MEAUIIMHCKOMY MPUMEHEHHUIO

MOMEIIAIOT B TTAYKy M3 KapTOHA JIJIsl MOTPEOUTENhCKOM Tapbl. Ha mauky MokeT ObITh HakJIeeHa
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CaMOKJIeSIasiCa ITHUKETKAa C MapKUPOBKOH K3 6yMaf|11':' ﬁaﬁ&ﬁﬁ*reﬂéﬂ#@fé ':Ja;h%; ':'R;H)ryT

HAKJICUBAaTh OAWH WJIK ABAa IMPO3PavYHbIX (1)I/IKCI/IPYIOH_II/IX CTUKCpPA U3 MOJIMMCPHBIX MATCPUAJIOB.
[Tauky MOMEIIAKOT B IPYIIOBYIO YIIAKOBKY.

[To 3 KOHTYpHBIX SIUEHKOBBIX YIaKOBKHM BMECTE C MHCTPYKIMEH MO MPUMEHEHHUIO TTOMENIAloT B
MavKy U3 KapToHa JUIsl MOTpeOUTeNnbCKoM Taphl. Ha mauky MoxeT ObITh HaKJIeeHa CaMOKJIESIAsCs
OTHKCTKA C MapKI/IpOBKOfI u3 6YMaI‘I/I. I[OHOJIHI/ITeJIBHO Ha MMa4YKy MOTI'yT HAKJICUBAaTb OAWH UJIK JIBa
OpO3payHbIX (PUKCHPYIOIIUX CTUKEpa M3 MOJIMMEPHbIX MaTepuayioB. llauku momemarT B
IPYHIOBYIO YIAKOBKY.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenaparta WM OTX0A0B, TOJYYEHHBIX TOCJe NPUMEHEHUs
JIEKAPCTBEHHOI'0 NMPenapara, v Apyrue MaHUILYJISIIUY € IPenapaToM

Oco0ble TpeOOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanus

000 «®apmacunTe3-TroMEeHb»

625059, TromeHckas o0i., . TroMeHb, TpakT BenmxaHnckuii 7 Kk, 1. 2
Ten.: 8 (345) 239-38-56

Agipec anekTpoHHOM ouThl: info-pst@pharmasyntez.com

7.1. IlpeacraBure/ib AepKaTessl PeruCTPAIHOHHOIO YA0CTOBEPECHUS

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy:

Poccniickas @enepanns

000 «®apmacunTe3-TrOMEHbY

625059, Tromenckas o0in., . TromeHs, TpakT Benmkanckuii 7 kM, 1. 2
Ten.: 8-800-100-15-50

Anipec anekTpoHHOM ouThl: info-pst@pharmasyntez.com

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. TATA NMEPBHYHOW PETUCTPAIIMHA (IIOATBEPXJIEHUSA PEIMCTPAIINMN,
INEPEPETUCTPAIIN)

JlaTa niepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA
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OOmast  XapakTepUCTHKa JiIeKapcTBEHHOro mpemnapara PuronaBup-O@C  jgocrynHa Ha

UHPOPMAIIMOHHOM TIOpTajie EBpa3suilckoro SKOHOMHUYECKOTO COK3a B HWH(POPMAIMOHHO-

KOMMYHHUKaIMOHHOM cetn «HTepHe™ https://eec.eaeunion.org/
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